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MEMORANDUM OF SCIENTIFIC ROUNDS

fmi

MARCH 13, 1979

The meeting was called to develop a coherent policy on the requirements
to market phentermine HC1 and phentermine resin conplex. -
DNDP presented a history of the phentermine products. Three approved
NDA's exist for phentermine. One is Ionamin (15 mg. and 30 mg.
phentermine resin complex capsules), NDA 11-613, DESI effective.

A second is Wiipo (8 mg. t.i.d. phentermine tab]ets), MDA 12-737,

DESI ‘effective. The third is Fastin ( 37 mg. phentermine HCI1 capsules),
MDA 17-357, approved on clinical trials. Several ANDA's are pending
and the requirements for approvability are conflicting and confusing.

The Division of Biopharmaceutics presented information on the
comparability of the phentermine cdosage forms. Phentermine resin
complex (lonamin) has a dissolution time of approximately 6 hours,

- : whereas phentermine HC1 (Fastin) completely dissolves in 15 minutes . =
Although higher peak hlood levels can be ottained from an immedizte
release tablet (3C mqg.) at the initial doses, the long biologic
half-Yife (>20 hours) assures that an equivalent steady state plasma
level is achieved with either a slow or fast release dosage form.

o L A.safeiy:ppablem does not exist for the immediate release forms due

to phentermine's slow absorption, FEquivalent steady state plasma

levels are achicved with a once & day dose or a divided daily

-dose. .

£

TheDivision of Biopharmaceutics recommended phentermine products be
handled as ANDA's and an in vitro dissolution test be required to assure
biocavailahility. Two separate standards (salt or resin) would be
required for the dissolution tests and the Therapeutic EQUIVB]PﬁCi¥Jﬂdex.
If a firm claims controlled or sustained release an in vivo study

would be required.

Dr. Crout concluded that AMDA's will be accepted for 8, 15, 24, and
30 mg. dosage forms of phentermnine base (or HCI equ1va1ent) mode]ed
on Wilpo and Ionamin.

He further judned the sustained release claim to be clinically
meaningless. Those products claiming sustained release must
demonstrate the claim through an in vivo b1oav311ab111ty study and the
clinical significance of the claim. -loranmin's claim of slow release
must be qualified or subverted through appropriate lateling changes.

HFD-12N
HFD-120/DE11sworth/3/20/79
F/T:1qp/3/21/7n
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PHERTERMINE KCL, Plli:I-NL'l'JR“lINB RESIN QOMPLEX

Phenternine HCL has a lony half-life (24 hours): cited by Ilinsvook
et al in J. Pnarmacokinetics and Bicphamaceutics Vol., 1, Ro. 4,
1973. ‘ ) -

Pre 1962 DESI Reviewed (effe_ctivé)

© DESI 11673 - NDA 12-737, Wilpo 8 my phentermine HCL corventional

DESI 5378 - NDA 11-613, Ionzmine 15 mg anmd 30 mg phentermine
as a resin complex, controllad-release
capsules. (A cation exchamie resin
canplex of sulfonated polystyrene).

Post 1962 Approval

o NDA 17-352, Fastin 30 mg (24 mg base) phent‘:ermine
% ———————————e .
HCL corwentional capsules (was approved
. e on the basis of clinical trials, but

without bioavailability studies to
define the phammacokinetic profile
of the product). Recommended dosage
(1 cap./day) is the same as the
‘ controlled-release Ionamine containing
v : 30 mg base.

L

Lemron Pharmacal Co. Submitted:

ANDA 85-128, Adipex-P - 37.5 mg (30 mg base) phentermine
BCL con/entional tablets. This submission
was declarel as not acceptable amd on
7/12/77 Lermon requested that ANDA 85-128
be filed over protest. A motice of
opportunity for hearimy on refusal to
approve the ANDA was published in the
FRon 9/6/77. A final order denyirg
heariny has been prepared on the ground
that itvis. not related to any of the
. phentermine dosage forms reviewed by

DESI, and data do mot support the

' safety and effectiveness of the 37.5
mg dosaje form. ’
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ND.A 18"159 [4

Kdipex-P 30 m3, (24 m3 base) phentermine
HCL consentional tablets. (Same as Fastin
except tadble form instead of capsule.)
This submission was declared as rot

acceptable. ) —

(formerly ANDA 85-933) for Adipex-P 30
m3 (24 ry base) phentemmine HCL
conventional tablets, -

Adipex-P 30 mg (24 my base) phentermine
HCL comventional capsules. On 5/5/78
Lemmon submitted a protocol for a pilot
bioavailability study. On 8/10/78
HFD-120 informed the firm that the
submission was inadequate under section
505(b) (1) of the Act and that it fails
to establish that the proposed product
is identical, similar, or related to
any phentermine HCL product under a )
DESI notice. On this basis, the product
will be limited to acceptance for

review as a post 1962 product urder a
full NDA. Adequate biocavailability
data to support the labeliny of the
entire imredient and dosage forms
concernad are needed. :

'
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genith Labs Submittod:

5}1@336-3?9 Phentermine HCL 30 mg (24 w3 base)
weapzentioaxi—car vsules. This submission
~ac was declarael rot -accepteble on 3/30/78.
17 On 5/10/78, Zenith requeuted that AN
G _ 86-328 be filed over protest. This

submission, also contained a clinical
ﬁ[\/_o A' study which was found mot to provide
. - substantial evidence of effectiveness.
W . (NOH to refuse approval of ANDA is
, ' beim prepared by BFD-32).

The Lemnon section of the 1978 PDR lists: RAdipex 8 mg tablets,

—_— . Adipex 8 1g_capsules, Adipex-P 30 mg capsules, and Adlpex-P 37.5 mg
tablets.

A
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PUBLIC HEALTH SERVICE

\3{EMORANDU1\/I_ DEPARTMENT OF l'll’.ALTl‘l; l";D,UC:ATlO.\', AND WELYAT L

FOOD AND DRUG ADMINISTRATION

TO File 84-695 DATE: ganuary 9, 1576
FROM Mary Ann Jarski, HFD-530
SUBJECT: Phenterming Hydrochloride Capsules, 30 mg.

The C.M. Bundy Co.
Cincinnati, OH 45202

11-6-75: The firm was advised that the application was incomplete under

section 505(b){1)(2)(3)(4) and (6) of the Act. Particularly infonnation

was requested on:

1. Studées.in support of the claim of all day suppression of appetite

(i.e. -HOW SUPPLIED section indicates “One capsule 8t approximately .
two hours after breakfast for appetite control).

., 2. Rate of release of the active ingredient from "phentermine hydrochlorids

’ medicated beads".

- natienaTe for request was based on FEDERAL REGISTER notice of 2-12-73 vhich
evaluated Wilpo tablets containing 8 mg. of phentermine hydrochloride per
tablet (Dorsey Laboratories, Division of Sandoz-Wandeit Inc., MDA 12737},
The DOSAGE AND ADMINISTRATION section of the Dorsey package insert indicates
“"One tablet three times a day 1/2 hour before meals."

®. 11-18-75: The firm advises:

"I would also like to point out that I believe you have assumed my application
was for a time release Phenteramine Hydrochloride capsule but this is not

the case. Our capsule is just an ordinary beaded capsule the action of

which is based on the "Half Life" of the drug. The original NDA in this

type of product is held by Beecham-Massingil in their "Fastin” capsule.”

Perusal of the "Fastin" application, 17-352 (also reference ; indicates:
1. Submission on 4-27-72 |
2. Approval on 8-22-73 S
3. C]1nica] studies, excretion studies, comparison with Ionamin, half
life calculation (about 40 hrs.)
4. Formulation: see attached
5. Dissolution: see attached -,
Questions:
'
1. If the Téfl = 40 hrs., then why is the drug given 3 x 2 day? . -
2. s this dosage form acceptable to the FDA without studies?
3. Is this dosage form zconpizllic an an zhhreviated NDA?
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Page 2.

After discussion with Dr. VV Karusaitis (HFD-530) and Dr. Harold Murdock
(HFD-522) it was deemed adviasable to request a bioavailability study an

dissolution profile of the 30 mg. Bundy dosage form vs. the 8 mg. Wilpo

tablet (given 3 x a day)

-

'ivl,
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é:u Attachment
; Formula:
Beecham Massengill

Methylcellulose, USP

Polyethylene Glycol -
Alcohol, SD : .
Chloroform, NF*-

Phentermine Hydrochloride

Non-Pareil Seeds

Isopropyl Alcohol, NF*

Purifiéd Titanium Dioxide

FD&C Blue

Water, Deionized*

Placebo Beads, White Coated

*Used in the manufacturing process; does not appear:in the final product
— - CM Bundy —-- - ] ] e~

filler beads green .,

filler beads yellow™

pheritermine HC1 beads
e €§E' non-pareil _beads . o : - -
; ~ phertérming BC1

coating solution

i

.Dissolution, Beecham Massengill
NLT pnentermine hydrochloride (based on assay) in 30 minutes
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: Date
- ROUTING AND TRANSMITTAL SLUP 1/19/79
TO: (Name, office symbol, room number, Initials | Date
: ilding, Agency@) -
Py - r/ é -
, 3 }5//4f r\‘)égg
2.
&
&
. & ..-
on B Flle Note and Return
Approval ~ For Clearance Per Conversation
As Requested For Correction Prepare Reply -
= "Pirculate For Your fnformation See Me
Comment Investigate ' Signature . ) .
Coordination Justify

43

. REMARKS

R ™ PLEASE NOTE:

This s an amendment to the memorandum of
January 1S5, 1979 (Phentermine), please

disregard that memorandum. ‘ .-

OO0 NOT use this form es » RECORD of opprovals, concurrences, dispossls,
clesrances, and similar gctions

FROM: (Name, org. symbol, Agency/Post) Room No.—S8!dg. .
Fhone Ko. ,
o TRT " OPTIONAL FORM €1 (Rev. 7-76) s .
.UOSQ G.’. P | - le 1 ° e
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. -' MEI\/.{OR ANDUI\’E DEPARTMENT OF HEALTE, EDUC/:\TIO.\', AND WELTAAE
PUBLIC HEALTR SERVICE
. . . o ' FOOD AND DRUG ADMINISTRATION

.4 10 : Associate Director for New Drug Evaluation DATE: January 19,1979
(EFD-100) :
. , Director, Division Generic Drug Products (HFD-530)

_* Director, Division Neuropharmacological Drug Products.(HFD-IZO)

FROM : pjrector, Division of Biopharmaceutics (HFD-520)

K

T

SUBJECT: ginavailability Requirement of Phentermine HC1l 30 mg tablets and capsules

RECOMMENDATION:

1. The Division of Biopharmaceutics waives the in vivo bioavailability
requirements for phentermine hydrochloride 30 mg tablets and capsules end
substitutes an in vitro dissolution test requirement (CFR 320.22)
- - employing the FDA paddle at 50 rpm. . .
2. 1In the event that a firm wishes to include a slow release or
controlled release. claim within the labelling, the firm must demonstrate
sich claim through an in vivo study.

3., These Products should be handled as ANDA's

{ - BASIS OF RECOMMENDATION:

1. Phentermine HCl is readily soluble and presents no known
bioequivalency problem employing criteria (CFR 320.52) described in the
January 7, 1977 FR entitled " Bioavailability-Bioequivalence Requirements."”

2. A review of NDA files (including both Beecham's Fastin and Pennwalt's
Yonamine) indicate that although higher peak blood levels can be obtained
from en immediate release tablet (30 mg) at the initial doses, there does
not appear to be any safety hazard associsted with an immediate release
30 mg tablet (as exemplified by Fastinm).

3. In light of the demonstrated dose proportionality and the long
biologic half-life (in excess of 20 hours) of phentermine HCl, equivalent
steady-state plasma levels would be achieved with either a slow or fast
release dosage form of this drug when administered once a day or when
administered in divided doses employing an 8 mg dosage form.

. 4. The biosvailablity of phentermine HCl can be assured through adequate
diesolution which assures complete release of the drug.

;- o ,
Serperé E. Cavans, ¥a.D.
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PUDBLIC HEALTH SERVICE

"‘ i . FOOD AND DRUG ADMINISTRATION 57 b~ 39\
—
: TO : Associate Director for New'Drué Evaluation -- DATE: January 15,1979
(¥FD-100)
{ ! Director, Division Generic Drug Products (HFD-S30)t//’

i:ﬁ Director, Division Neuropharmacological Drug Products (HFD-120)
FROM : Director, Division of Biopharmaceutics (HFD-520)

SUBJECT: Bjoavailability Requirement of Phentermine HC1 30 mg tablets

RECOMMENDATIOM:

"1, The Division of Biopharmaceutics waives the in vivo bioavailability
requxrements for phentermine hydrochloride 30 mg  tablets and substitutes
an in vitro dissolvtion test requirement (CFR 320.22) employing the FDA
paddle at “at 50 rpm. .

— . 2. 1In the=gvent that a firm wishes _to include a slow release or
controlled release claim within the 1abe111ng, the firm must demonstrate
such claim through an in vivo study.

3} These products should be handled as ANDA's

BASIS-OF RECOMMENDATION: o -

R : 1. Phenterumine HCl is readily soluble and presents no known
P | bioequivalency problem employing criteria (CFR 320.52) described in the
January 7, 1977 FR entitled " Bioavailability-Bioequivalence Requirements."

2. A review of NDA files (including both Fastin and Ionamine) indicate
that although higher peak blood levels can be obtained from an immediate
release tablet (30 mg) at the initial doses, there does not appear to be
any safety hazard associated with an immediate release 30 mg tablet.

3. 1In light of the demonstrated dose proportionality and the long
biologic half-life (ir. excess of 20 hours) of phentermine HCl, equivalent
steady-state plasma levels would be achieved with either a slow or fast
release dosage form of this drug when administered once a day.

4. The bioavailablity of phentermine HC1l can be assured through adequate
dissolution which assures complete release of the drug.

Benard E. Cabana, Ph.D.

Attachments

cc: HNID-520
HFD-525
_ HFD-522 (Drug) o
L HFD-522 (Dighe) . : LA -
Chron. : : o
BEC:KW 1/1)/79
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MEMOR ANDUI\/_[ DEPARTMENT OF HEALTH, EDUCATION, .AND- WELFARE

. PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION

Director, Division of. B1opharﬁaceutics (HFD-520) DATE: January 10, 1979
THROUGH: Chief, Pha1macok1net1cs and Biopharmaceutics Branch

(HFD~525) )»f S g..L/ _ - .

TO :

K

- FROM : Pharmacologist, Pharmacokinetic Branch (HFD-522) » o

. . L

=
K
i

SUBJECT: Phentermine Hydrochloride

>

Upon review of the Phentermine Hydrochloride data it is evident that this
product may meet one of the conditions for criteria for waiver of
evidence of in vivo bioavailability, specifically section 320.22 (d)(5)
which states:

The drug product contains the same active drug 1ngred1ent or thetapeut1c
m61ety and is in the same strength and dosage form as a drug product that
is the subject of an approved full or abreviated new drug application,
and both - dPg products meet and appropriate in vifro test that has been
approved by the Food and Drug Administration.

.l Information as submitted in a NDA provides evidence that Fastin

- manufactured by Beecham (Phentermine Hydrochloride, 30 mg) dissolves 100Z
S I within 15 minutes. Fastin by Beecham is an NDA holder and was given

4 approval based on clinical trials.

= It is recommended that phentermine hydrochloride products may be subject
B : ~ to approval without providing evidence of the in vivo bioavailability

- requirement. However, such products could not " be put put on any type of

therapeutic equivalency lists without demonstrating bioequivalency to the

currently marketed NDA holders.

SN A

B |
Keith S. Rotenberg, Ph.D.

KSR/kw/1-10-79

ot e,

PN
N g oo X2 R
[T FL2 T8 25 S 0d BN




ENT OF HEALTH, EDUCATION, AND WZLl ...

: < YITA Yy | T3 2T A DEPARTMEN
: V. ) MLIVAOL\}'&I\,D d‘u&' Yublic Health Sgrvice
ijp . Bernard E. Cabana, Ph.D.(HFD-520) . pATE: TV 20 5
i Through: Associate Director for Drug Monographs 54 : ,/2‘,[7?

FROM : Associaté Director for New Drug Evaluation (HFD-]OO)“i

a7

A Y

SUBJECT: Phentermine.

Attached is a memorandum dated November 3, 1978 from Dr. Kartzinel
concerning phentermine. We would like to know whether there is any
evidence that phentermine resin complex is a sustained release product
or whether its prolonged effect is due to the long haif-life of phen-

: termine base. Are there comparative pharmacokinetic data for the

= g phentermirme-HC1 salt, phentermine base and phentermine resin complex?

If these products are essentially similar, in our view they could all be
handled, in the future, as ANDAs. -

.o

.; - i
i e | — z¢9' ,f='.
’ Marion J. Finkel, M.D.

S Attachment

cc: ‘
HFD-120/Dr. Kartzinel
HFD-120/Dr. Hayes
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.- ' DEPARTMENT OF HEALTH, ﬁi)UéATION AND WELFARLD
MEI\&ORANDU}\& PUBLIC HEALTH SERVICE' ,
. . . FOOD AND DRUG ADMINISTRATION

- ‘ Associate Director, New Drug Evaluation DATE: ot -3 {918
. HFD-100 |
. ~~3 ; -
FROM : pjprector, .
Division of Neuropharmacological Drug Products, HFD-120

SUBJECT:  phentermine HC1 and Resin Complex Dosage Forms - NDA/ANDA Policy

" Lemmon Pharmacal's Adipex-P (30 mg, Phentermine KC1)
18-042, 18-159

A meeting was held today in the DNDP's conference room with R. Kartzinel,
R. Hahn, J. Mansur, B. Cabana, K. Rotenberg, T. Hayes, and B. Prettyman.
" *»The subject of the meeting was a policy for pending applications for’
proposed phentermine products. - Apparently there still exist incon-
- sistefict®s in the handling of such applications and the FDA's position
regarding phentermine products. '

P - As you are aware, there are basically two approved dosage forms for
phentermine, one being the resin complex (Ionamin, 15 and 30 mg -
pre-1962 and reviewed by NAS/NRC) and the hydrochloride salt (Fastin,
30 mg - post-1962 and Wilpo, 8 mg, t.i.d. - pre-1962).

On July 19, 1974 a Federal Register Notice was published which upgraded
to effective the claim of Ionamin in the management of exogenous
obesity. However, all the other claims which included the controlled
or sustained release action of the product were found as lacking
evidence. However, in spite of a notice to this effect, we have

been treating phentermine resin complex as a sustained or controlled
release formulation, yet no one has reviewed any data substantiating
this. In fact, the long half-life of phentermine may be the basis for
such a claim. HNeither this Division nor HFD-520 has reviewed any data
which shows the resin complex to be any different from that of the
hydrochloride salt.

In addition to this apparent confligt, we have been utilizing a policy
regarding phentermine HC1, 30 mg, which until a meeting held on
September 7, 1978, appeared to be rational and consistent. With such
applicationsyas Lemmon's Adipex-P (30 mg, Phentermine HC1) we felt
that in view of the historical, clinical evidence regarding safety and
efficacy of phentermine (resin complex and HC1 salt), bioavailability/
bjoequivalency studies along with manufeciuring dota would be adeguzate.

1 T I S




Page 2

Such a decision was made at a meeting held on March 17, 1978. In that
meeting one published report for Fastin and the DESI NAS/NRC review
were cited as two well controlled studies. A1l of our letters to

Lemmon have indicated the need only for bioavailability/bioequivalency
studies to substantiate the safety and effectiveness of a proposed 30 mg
HC1 product. o

On October 20, 1978 this Division received a copy of & "Memorandum
for the Record" based on a meeting held on September 7, 1978. Two
conclusions are cited in this memo which cause some confusion and
problems for this Division:.

#1.  ANDAs will be accepted for phentermine in controlled
release form based on DESI 5378 (Ionamin, NDA 11-613).

The Federal Register Notice cited, as explained earlier, refutes
the claim of controlled release. Yet, this formulation has apparently
been accepted as such.

. #34_NDAs will be approved for conventional forms on the basis
of published 1literature or new studies.

o This policy is in complete disagreement with that set on March 17, 1978
= which cited the one published study for Fastin (NDA 17-352, 30 mg HC1,
post-1962) and the DESI review for Wilpo (8 mg, t.i.d., pre-1962§.
One policy as decided then would be to accept adequate bioavailability/
bioequivalency studies and manufacturing data for another phentermine
HC1, 30.mg such as Lemmon's Adipex-P. '

_ In view of this apparent confusion, I suggest that a complete evaluation
be done by HFD-520 regarding the question of whether the resin complex
of phentermine is controlled release or if there is no real difference
between this formulation and that of the HC1 salt. Once we have come
to a conclusion, a Federal Register Notice should be published ex-
plaining our views and allowing for ANDAs.

1 would also suggest that the two pending NDAs of Lemmon for Phentermine
HC1, 30 mg be evaluated based upon bioavailability/bioequivalency in
view of the Fastin/Wilpo literature and other historical, clinical ex-
perience with phentermine. Subsequent submissions could be handled
through ANDAs. o '

We must consider the possibility that if Ionamin demonstrates no
A _ significant difference to Fastin, then we have the alternative of .
£ . accepting ANDAs for the resin complex or HC1 salt with no need for




Page 3

further consideration of an NDA such as Lemmon's Adipex-P.

e ‘ Theré also exists our option to consider pending or subsequent NDAs as
L ‘ "1ike or related" based upon Fastin (one published study), Wilpo
(DESIed) and possibly lonamin (if there is no significant difference

between the behavior of the resin complex 7nd HC1 salt).
’ /N n . 1

ﬁona]d—Kartiibe], M.D., Ph.D.

Enclosures
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3. NAME AND ADDRESS OF # PPLICARNT (Clty end Stete) 4., OATE EEILERNTZInYS
C.4. Bundy Co. - ' . ..._3:11:75
» Cincinnati{, T 45272 SnTE Fecmuabi o .
‘ ’ EFFICATY ’ H
6. NAME OF DRUG 7. NCNPROFRICTARY NAME {
s €. SUPELEMENT 1

Phentermine HC1 . A TR LLEn

9. PURPOSE OF SUPPLEMENT 1C. AMENDMENT DATE(s)

2t

1Y, OTHER DATE (Repor:, wic,;

12. PRARMACGLOGICAL CATEGORY N 13. AF NUMBER i
anoraxciant 14-446 ;
V6. RULATED IND/NCA/MF(s)
&, CUSAGE FORM 15. KOW DISPENSED
capsule « long acting WL Sots
17, POTENCLY((i08) . . 18. NAS/NRZ
30 mg, Ciueprr X__X_»nsvu:ws_s
| REVIEW ’
- j197 CHEMICAL NAME - 2. RECOATS ANT REFCRTE :
~ «-dimethylphenethylamine ~ feunrent REVIEGES :
7 s pydroeRloride Cives - Onwe ves —~o |

21, CHEMICAL FORMULA

CHy |
4;_ CHy (_f,.. Nit, - Hcl
CHg -

kS

1{1 KEMARKS'

: ""} Firm {ndicates all day supresswn of appet1te. Formula for a
long actina preparation.

—

23, CDNCLUSIONl\
bioayallab{l{ty studies are required

— must develope rate of release specifications/tests
S ,

y‘- . \ ").' bt et

~,

~N
{ncomplete.
24, REVICWER
NAmML siG DATR COMPLETLU
“arw Ann Jarski /0/,.7L XY
DISTRIBUTION | ToriGHAL JACKET (F {DUPLICATE JACKET | I REVIEWER

FOH FORM 2266 (10/68) PREVIOUS EDITION MAY BE USED UNTIL SUPPLY 15 EXHAUSTED.
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i - ' - AVOID I:RR:)—Q_.;— = oate T
. MEMO RECORD - PUT IT IN WRITING . 10=3-75
- ((v_- - : . OFFICE
L. o FROM: . _ ' 3 N - -
R mary ain_jarsti (thru J.L. Meyer) . - HFD-530
' vo. Mr. David H. Bryant, Office of Compliance : . _HFD-322
sussects  Inspection Request -
. SUMMARY PO o, .
In connectwn with ANDA - 84-59J - .
for: . Phentem‘lne, HC] (;apsu'les. 3 ng, = Lor;'(:) acting * - .
Applicant:  Celle BU"d«V Lo. . °, LT
p.;? o . Cincinnati. OH 452’12 L .
. . N i ‘. ' . - . . y - - .-
AF . MedsD o e
REQUESTED - o
3 fﬁ 3. Featluation of comphance w1th CGMP for
{ . k] a. The applicant e
e - [ b. Others - = : L .
b k3 2. Recommendation for approval/disapproval of the application/
o communication/supplement, based on your evaluation of compliance
mth CGMP -
; REMARKS: <t X -
Fh-m has subaftted, nppHcation for 'Iong acting dos:ge ‘form but has’
- not incjudad bioavaﬂabﬂity studies ol or rat.e of release testing.
) :I.i;.' SIGNATURE ’ e e . QOCUMENT RUMBER
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| 84-695

EA) COMPOANTNTS AND CCHPDZITION 77, )

composition of non- par1e] beads , gelatin capsule and green, yellow/orange ri.}er

beads, - .
i
26. FACILITIES AND PERSONNECL (84,8) . . l
included I oo
27. SYNTHESILS (8¢) : - ]
T i
: 1 required - ;
: 26. RAY MATERIAL CCHTROLS (5d,¢) - i - ‘
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Jyve about 60 mg. ofU. 8. P Dexametlinsone Phosphate Re-

o about. 0 mg. of Dexamethasone sSodium Phosphate, 80

carately weighald, inwater o make200.0 ml., and mix.

Procedurc-—1'ipet 2 ml. each of the

respectively, into separat
o Allaline phosplattax &
stand 0037 := 1
fnsert the stoppers,
methyhae chloride laver
lay, determine the absorl

Arsay preparation and the Stamla
- photonieter, using merhylene chloride ax the

C-,.,H.,-.,l-‘.\:.._,n.-,l' in the
formula 0,273 FE I
U. S

preparation, Apand s
and the Standard proptn
dexamctlusane sewdinm

fof 45 nintes, or
invert unee each second fur 30 speniids, and ailow 1

P. Dexamethnsone

Standard pre paration and the Assay prc{)n_mlfnn,
o, plassstop yered, HERML praduaied eviinders, add 3.0 ml
dalion A0 (-:u-\n evinder, insert the stoppers. mix, and allaw to
Add 50,0 ml of methylene l"ﬂnri\lc 10 each cylinder,

o stan:] vt the

j= clear tabont 20 minaten). Concomitantly. and without de-
anees of the mehylene chlanide sohutions ahlainad from the
lard preparalion vt 236 mg, with 2 suituble spectro-
Mlank. Calculate the quantity, MG O

prortion of Dexametiusone Sedinm Phosphate tanen hy the
LA6D, in which C i« the concentration, inmcss. per ml., ol
Phexphate Reference Staudard  in the  Standard
e the absorbanees of the solutions front the Jssay preparaitan

i, sespectively, 1316 i= the ratio of the mojecsar weighit of

Jnsphate to that of desminethasonc, and D is the calawdated

amenut, in me., of free dexamethiasone in thesample taken.

Pachaying and siorage—1’rezervein tight containers.

CATEGORY:
~JsTAL DOSE:

Adrenocortical steroid (anli-inﬁan'nmatory).
Intramuscular or intravenous, ibe equivalent of 2 to 4 mg.

of dexamethasone phosphate sixto eight times & day. .

"UsUAL DOSE RANGE:

‘TLD'CH,-?%-NH,:\ - H,50,
2

iy

2 to 50 mg. daily.

Dextroamphetamine Sulfate

(+)—a—Met.hylphcncth_\'lam'xne sulfate (2:1)
(Couu-\.)z-ﬂgso. 30S.50

_Dcxtroamphemminc Sulfate, the dextrorotatory jsomer of smphetamine
sulfate, contains not less than 98.0 pereent and not more than 101.0 pereent of

(CoH1sN)s.H S04, calculated on the dried basis.
White, odorless, crystalline powder.
Soluble in water; lightly soluble in alcoho!; insoluble in ether.

Descriptions
Sand G.

Solubility:

\dentification— -

Jts 1 in 20 solution bas a pIi of between

A: Dissolve about 100 mg. in B m). of water,add 5 ml. of sodium hvdroxide T.S., cool tn

10° w 15°, add

absolutc ether, stopper, and shake well for 3 minutes.
with ubout 10 ml. of eold water, and recryatallize it from diluted alcohiol:

1 ml. of & mixturc of 1 volume of benzoyl chlonide and 2 wolumes of

Filter the precinitate, wash it
the crvstals

of the benzoyl derivative of dextroamphetamine 80 obtuined, after drving at 105° for

1 hour, melt hetween 155° and 169°.
B: Asolution(1in10) responds ta the tests for Sulfate, page S93.

Specific rotation, pare 362

not Jess than +20° aud not more thun +23.5°, calculated on

the drie basis, determined ina solution containing 400 mg. in each 10 ml.

Loss on dryin, page 935
jts weight.

Residue on ignition, pace 99

Assay—1)

25 ml. of water inu peparator.

15-ml. portions of ether.

extmct the water with 10 ml. of ether, adding the latter to the manin extract.

ether extmct ad

d 23.0 10l of 0.1 N eulfaric acid, and stir well,

Dry it at 105° for 2 hours: it loses not 100r¢ tban 1 pereent of

1: uotmorethan 0.1 pereent.

Dissolve nbout 306 mg. of Dextroamphetanine Sulfate, pecurately weighed. in

Add 5 ml. of sdium hydroxide T.S., and extract with six
\\Wash the combined ether extracts with 10 ml. of water, and
Jo the
lleat‘gcml_\' until the

ether is expcllf;d, cool, mid methyl red 1.8, und titrate the excess acid with 0.1 N sodium

lvdroxide. Each ml. of

150

'

P . ceinarh ann

L

R

0l AN culfuricacid s equivalent 1o 15.42 mg. of (Coll1gN)2~

et By T B
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Packaging and storage—Preserve in well-closed tontainers,
Catecory: Central stimulant,. ;

UscaLbose: 25t0 mg. one to three times a day. : . s
UsuaL DosE RaNGE:  § to 50 mg. daily.

- Dextroamphetamine Sulfate Elixir

Dextroamphetamine Sulfate Elixir contains, in cach-100 ml., not less than
90.0 mg. and not mose than 110.0 mg. of (C,H,5N),.11.80,.

ldeatification—Transfer 25 ml. of Elixir to a 25G-ml. xeparator, add 25 ml. of water and 5

ml of sodium hvdroxide solutien (1 in 10), mix, and extract with two 30-m). portions of .
ether. Wash the comiined ether extracts with two 5-ml. purtions of codium hydroxide z
solution (1 in 106). Filter the ether extracts through a pledget of cotton, previously .
saturated with ether, into a 100-ml. beaker, and evaporate on a steam bath in 8 current of .
air to about 1 ml. Diswlve the residue in 3 ml. of aleuhiol, and transfer to & glass- . ) . —
stoppered, 125-ml. conieal flask contuining 25-1nl. of water.  Rinse the beaker with 3

- : ml. of alcobo!, and transfer to the flask. Cool to abeut 15°, add 3 ml. of sodiwin hy-

’ droxide T.S., then adit 1 mil. of a mixture of 1 volume of beuzayl chiloride and 2 volumes of Ale
absolute ether, and shake for 2 minutes. Filier the precipitate, wash with abot 15 mi Pa.
of cold water, ang recrvstallize twice from diluted aleohol:  the benzoyl derivative of
de;trg:(\)rpphemmine sv obtained, after being dried at 105° {or 1 hour, melts between 151° : (

» and-§60°. - ' ’
Isomeric purity—Transfer 150 m). of Elixir 10 1.500-ml. zeparatur, ndd 15 ml. of sodium.

7 hydroxide solution (1 in 10), aud extract with ane 60-ml. and 1wo J0-mil. portions of ether.

- { i - - Wasiftm combined cther extracts with two 10-ml, portions of raddinm hydroxide solution

.o (1 in 100).. Wash th2 aqueous alkaline extrncts with 20 ml. of ether, adding the ether .
: wasling to the combined ether extracts. Filter the ether extracts through a plelget of 2
) cotton, previsusly saturated with ether, into a 250-ml. beaker, rinse the cotton with a <
. small amount of ether, and evaporate on a steam buth in & current of air to about 2 ml. ' 4
- Dissolve the residue in 20 ml. of chloroform, and transfer to a separator containing 35 ml. ’ no’
of 0.1 ¥ sulfuric acid. Complete the transier with two additional 20-ml. portions of
chloroform. Shake the scparator vigorously for 1 minute, allow 1he layers to scparate, . 1de
. and discard the chloroform. Add to the liguid in the scparatur 2.5 g, of sodium hicar- %
. bonate, preventing it from enming in coutact with the mouth of the separator, and swirl L
L " untii most of the bicarbonaie has dissolved. By means of a l-nil. syringe, rapidly inject : 1
C 3 B 1.0 ml. of acetic anhvdride directly into the contents of the scparator.  Immediately . b
; ’ stopper the separator. and shake vigorously until the evolution of earbon dioxide has i
23 ceased, releasing the prevsure as necessary through the stopasck.  Allow to stand for 5 Cot
N minutes, and extract the solution with 50 ml. of chloroforin, shaking vigoronsly for 1 : Ise
b -minute. Filter the chlorfsrm exiract through & pladget of filier cotton into a 100-mL . .
: beaker, rinve the eotton with a small amount of c‘x!orolum\. and evaporate on a steam ¢
- bath in a eurrent of air or nitrogen to dryness. Heat and triturate the residue until the
odor of chloroform is no longer pereeptible.  Allow the residue 1o cool, inducing it to
crystallize.  Reduce the crvetals to a fine powder, heat at S0° ier 30 minutes, and cool:
the specific rotation of the acetvlamphetamine so abtained, determined in a solution in
ehlorofurm coutaining 20 nig. per ml., & 200-mmn. semi-micro poiarinicter wibe being used,
i¥ not less than —37.5° and not more than ~—44.0°. . .. .
Assay— . : : .
Chromatugraphic column—Pack s pledget of fine ginss wool in the huse of 8 300- % 23-mm.
chromatographic tube with the aid of o tumning rod haviug a disk with a dinmeter
abont Umm. less than that of the tube.  To 2 ¢ of chromatogragbice siliccons carth in a
100-1ul. beaker sld 1 30l. of dilute hydioehiorie acid (1 in 201, Mix with a glass rod
walil a Hufiy mixturs i obtained.  Trensfer 1he mixtare to the eolimn, nud tamp
moderately 1o compress yhe material into a unifoon msi Transier the Ay prepare-
N - tion to the column, serly the bealier with ) v. of l'|1lJll:::nl_h;.'.’:l)ihl('rlllu‘l!llls ennth, tnms-
ferrini it to the column, and tamp an before.  Wipt Tie beaker and jglass roi with a
plerlzzet of fine plase wool, place it on tup of the tube, aml press it down, sweeping the
wallof the tulxe with jt. . i .
Standard preparalion—Dixsolve an accurately weizhed quantity of U.s n Dexins- ;
amphetamiuve Sulfate Reference Standard o dilute sulfuric scid (1 ju ) that previ- : -
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ously has been saturated with chloroform, and dilule quantitatively and stepwise wilk.
the same solvent 1o obiain a solution having 8 known aneentration of abont 0.5 g, per
nl. - - :
Assou prep ration—Pipet 5 ml. of Destroamphetamine Suifate Elixir into a 1¥kl -
besker, add 1 drap of diluted hadrochdorie acil, and switl w mix. Add 6 g of chronia-
tographie siliceous earth, and mis with a glass rd until o fhaTy mixture i< obtndd.
Procednre—W ash the Chromalogro phic colomn with 110 ml. of water-satunate! chiorofurm,
and discard the washings.  Arrange (e collect the elunte in a separator contuining 10.0
wnl. of dilute sulfuric acid (1 in 20; that previously has been snturated with elorofori,
Pass through the cohmn 60 ml of 3 freshly prepared ammoniacal chloroform solition,
. made by shinkinz 30 volumes of chloreform with 1 valwie of stronger nmmonin water
s for } 10 2 minuie= i disearding the amueous phase.  Complete the eintion with 60
than : ml. of water-saturated chloroieria,  Shake the separator vigorowsly for 1 minute, allow
the layers to reparie, and discard the chloroform. Concomitantly determine the
absorbances of the Standard preparation sud the Assay preparation in 1-em. cells at 280

and 5 gt and &t the maxinum ut about 257 nig, with a suitable spectrophotometer, using
e of chinroformn-saturated dilute sulfsric acid (1 in 20) as the blank. — Caleulate the gnantisy.
droxide : in mng., of (CellysN)a.l1s30¢ in -the portion of the Llixir. taken by the formula
riously 10C(Agsy — Assol/(Aasy — Azgods, in which C is the concentration, in mg. per ml., of
—=_: rent of — -, U.S. P. Dextroamphetamine Sidiate Reference Standnrd in the Standard preparalion,
" glas— and the parenthetic expressions are the differences in the absorbances of the two solu- =
cwath 3 . tions at the wavelengths indicated by the subseripts, for the Assay preparaiion (U) aud
am hy- the Standard preparction (S), respectively. - .
Lo of ) Alcohol content, page Y18:  from 9w 11 percent of C.H01.
: ‘l_-‘: m‘i ” Packaging and siorage—Preserve in tight, light-resistant coutainers.
«tive o :
1151° Catecory and Dosk:  See Dexiroamphetamine Sulfate.
‘v-'ﬁdilll'l\ - - e - Y -
<etherf
ol o .
NS Dextroamphetamine Sulfate Tablets
= ,witha . . .
2l ] Dextroamphetamine Sulfate Tablets contain not less than 93.0 percent and
i .slo “:3; j not more than 107.0 percent of the labeled amount of (CoH 1sN)2.J1:80,. L.
P L TE 3 ¢ R
; patate, i Jdentification—Macerate o quantity of powdered Tablets, representing about 50 mg. of
.. bicar- : dextroamphetaniine sulfate, with 10 ml. of water for 30 minutes, and filter into a small
i"d;q\':rl . fiask. Cool the filtrate to about 13°, and proceed as directed in the Jdentificalion test
L inject ; under Dertroampheiamine Sulfate Elizir, page 178, heginning with “add 3 1. of sodium
vdintely - ' hvdroxide T.8."
“de has ; Disinterration, page 032: 30 minutes, without the use of disks.
d for § : Content uniformity, paze 930: mect the requirements for 7ables.
- r¢ for § : * 1someric purity—1"ack a pledget of fine glzss wool in the base of a 200- X 25-mm. chroma-
j,lil»ml. tographic tube, with the aid of a tumping rod. Add 5 g. of chromntographic siliccous
. steam ) . earth, and tamp firmly to compress the maierial to a uniform mass.
“atil the . Finely pov-der a number of Tabiets, equivalent to about 130 mg. of dextroamphetamine
IR Lt guliate, mix the powder in a mortar with 3 g. of chromatographic siliccous earth, add 1
“ai conl: . ml. of niethanol and 0.5 m). of stronger ammonia water, and triturate (o a uniform: mis-
- ~tion i ture. Tronsfer the mixture without delay to the chrumatographic tube, and tamp as

before.  Wipe the mortar and (xsstle with a small amount of glass wool, and insert it into

the tube on top of the column.  Arrange a 125-ml. sepurator containing 35 ml. of 0.1 N

sulfuric acid to receive the effuent. Pass 60 ml. of chloroform through the column.

Yroceed as directed in the tast for Jsomeric purily under Deztroamphelamine Suifulc

Elizir, page 178, boginaing with “Shake thuseparator vigorously.”

Assay— . .

Cl.romolographic eolumn and Slandar! preparation—Prepare as directed in the Assoy
under Dertroamphetimine Sadiate Elizor, page JIN.

Asany preparacion— W eigh and linely yedvderuot less than 20 Dextronmphetamiue Sulfate
Tabluts. Weigh accurately a poriion of the powder, equivalent to about 5 me. of
dextroamphetainine snlfate, and trun-fer to & 100-ml. beuker. Add 2 ml. of dilute
hydrochloric acid (1 in 200), and =wirl gently w wet the powder thoronghly.  Warin on
a'stenm bath for sbout 1 minute with oceasional pentle swirling, ond cool.  Add 3 g. of

doestro- ¢ ' chrumatographic silicevus earth, snd mix with a gl rod until o fluffy nixture is ub- : -
1 previe tained.
PR %
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L)
i Proccdure—\Wash the Chromatograplic column with 160 ml. of water-sainrated chloro- - D
; : fonin, and dizeand the washings,  Plaice under the colimun as a reeciver n sepazaior con- »!
g tairing 10.0 ml. of dilute sulfurie acid (1 in 20) that previansly has been satirsted with Sl
B chloroform.  Puss through (he cobunn 233 ml i o freshily preparad smamoniacsl ehiero- u
: form solation, made by shaking 50 volumes of ehloroionm with 1 velume of stronger Pact
ammonia water for 1 {0 2 minutes and divearding the’nqueaus phase. Cenplete the Lab.
elution with 70 ml. of water-saturated eldoroform. Shake the separator vigorously fur o
1 minute, allow the lavers to separate, aad diseard the chloralorm.  Record the ab-orp- C
. tion spectr of the Standard prepacation and the elwed Assay pregaration in l-cm,
< . cells over the range of 223 my 1o 340 mg. with a suitable recurding spectrophoiometer,
using chlorofurm-saturated dilwie =ulfuric aeid (1 in 20) rs the blank, Draw the
base line as a coutinitation of the curve between 200 mu and 3H) mg, aml determine the
corrected absorbances at the wivelencth of naximina ahsorbance at about 257 mu.
. Caleulate the guantity, in my., of (Coll13N)a. HaN0)4 in the portion of the Fiblets taken
by the formula 10C(Ar:/A &), in which € is the eoneeatration, in ng. per ml., of C.8. P, - T
Destroamphetamine Sulinte Reference Standard in the Stendirid preparation, and Ay It ¢
and As are the absorbances of the eluted Assay preparation sl the Standerd prerara-
tion, respectively. : . : latn
. Packaging and storaze—Preserve in well-clused eontainers. . cro!
- . : Tablcts Waitable— Tablets usually available contain the following smounts of dextro- . —
amphetamincsulfate: 5and 10 mg. : 1der
. ' ell,
Catecory and Dose:  Sce Derxlroamphetamine Sulfate. - B
1 . o ' R (]
v S . v - P
o . i S . - 2%
S -~ Dextrese - S : T o - Py
o R . ' ) . . o H 0, " W
. 1(+)Glucose " < HO cv
o ( o CQHIQOQ.HQO 198.17 ’ LR HO oH oW OH i Oth.
S . : : ; Ass:
- . . oLH oo : of
Dextrose is a sugar usually obtained by the hydrolysis of starch. It con- , 3;0
X, tains one molecule of water of hydration orisanhydrous. P in‘
;| . o ac
i Description: Colorless crystals or white, crystalline or granular powdsr. Is odorless, 1}
: and has a sweet taste. . . : Injes
s . - Solubitity: Freely soluble in water; very soluble in builing waler; sparingly soluble in
e ; ' boiling aleohol; slightly soluble in alcuh;{.
Identification—Add a few drops of a solution (1 in 20) to 5 n\l. of bot alkaline cupric tartrate
! T.S.: & cnpious red precipitate of cuprous oside is farmed.
. Specific rotation, page 956:  uot less than +52.5° and not mwre than +53.0°, calenlstied
on the anhydrous hasis, determined in a solution containing 10 g. of Dextrose and 0.2
m). of ammonia T.S. in each 160 ml.
Color of solution—Dissolve 25 g. in sufficient water to make 50.0 ml. of solution:  the
solution has no more color then a solution prepared by mixing 1.0 ml. of eobzlions ehlorite
C.S,, 3.0 ml. of ferric chloride C.5,, and 2.0 1al. of cuprie sulfare C.5. with water to make
- 10 ml., and diluting 3 nil. of this solution with water 10 S0 ml.  Make the comparison by
c. . vi(:}vin:; the solutions downward in matched color-comparison tubes ngainst a white i C
surface. - .
Acidity—Dissolve 5 g. in 50 ml. of earbon dioxide-free water.  Add phennlphithalein T.S., U
and titrate with 0.02 A" sodium bydroxide to the production of a distinet nink culor:
not more than 0.3 ml. is required for nentralization.
Watcr, page tH7—Dry it at 105° for 16 hours:  the hydrous form Jo~es not less than 7.5
pereent and not mare than 9.5 percent of its weight, ad the anbydarmus furm loses not
more than 0.5 pereent of its weight.
Residue on ignition, nure Y01:  not more than 0.1 pereent. . D
Chluride, puze Nu3—A 2-g. portion shows no miore chlistidethan cormsponds to 0.5 ml. of “siadi
= 0.02 A" hydruehloric acid (15 parts per mitlion). : ad
oy Sullate, page 595—A 2-¢. portion shows wo mure sulfale than corresponds to 0.5 1l of .
e 0.02 X sulfuric ncid 1250 parts per miliion). of N
=3 Arscnic, page S$1-Disolve 3 g. in 35 mi. of water.  Thelimit is | part per million.
i . Hecavy metals, page 397—Disolve & ¢. in 23 ml. of water, and add 2 ml. of diluted acetie - Ler
: auj : the henvy metals limit is 5 parts per miliion, ) : for
(.
~
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pe<erve in well-chexd, light-resistant caniainers.

Packaging and storage—F | ) ) .
available contain the followmg amounts of meperidine

Tablets avaitable—Tahlets wsially
hydroebiloride: A0 mul O g,

Cateconry and Dose—ee M eperidine 1 ydrochloride.

--Mephcntcrmihc Sulfate

.\’,a.a—Ttimelh_vlphonﬂhylmniue
Suliate(2:1)
A(C““,-,.\'),.I 1.50, (anhydreus) 424.61

Mephentermiue Sulfate is anhydrous or contains two molecules of water of
hydration. It contains not Jess than 98.0 percent and not more than 102.0

pereent of (C11110N)e. 11804, caleulated on the anhydrous basis.

Description:  White, odorles ervataks or crystalline powder. Its solutions are slightly
acid to litmus, having a pll of about 6. '

Solubility: Seluble in water; slightly aoluble in alcohol: insoluble in chloroform.

Identification— .

A: A\ in 500 solution viclds s dark bruwn precipitate when shaken with an equal volume
of iodine T.S., and n white precipitate when shaken with an equal volume of mercuric-
potasiym idide TS . )

B: Diwolvé about Iaume. ind ml. of water, and add, in =malt portions and with stirring,
10 ml. of trinitrophenol TS, Allow to stand for 30 minutes, filter, and wnsh the pre-
cipitate with small pordions of cold water until the last washing is practicnlly colorless:
the picrate so obtained, after drying at 105°, melis hetween 154° and 158°. |Coulion—

- Zoe = weficrales may explodr. } -

C: 1t responds to the test= for Sulfale, page SU3.
Water, page ‘H7: notore than 0.2 pereent (anhydrous form) and not more than § percent

(hydion= form), determined by the 2'itrimetric Method.

Residuc on ignition, page 901 not morc than (0.1 pereent.
Assay--Dissolve about 3% mg. of Mcphentermine Sulfate, accnrately weighed, in 50 ml. of

glacial acetic acid, add 4 drops of naphtholbenzein T.S., end titrate with (.1 N per-
chloric acid to a green end-point. Perfurm a blank determingtion, and make any neces-
sary corrention. Each ml. of 0.1 N perchloric acid is equivalent to 42.46 mg. of (Cyy-

H,;7N)2. 115504 i .
Packaging and storage—Preservein well-closed, iight-resistant containers.:
Labcling—Label it to indicate whether it ix anhydrous or hydrous.

Catecory: Adrenergic (vasopressor).
. Usuial. DOSE: Oral, 12.5 to 25 mg. one or two times s dey.
. Intramuscular or intravenous, the equivalent of 15 to 30 mg.
. .of mephentermine; infusion, 150 mg. in 500 ml. of an iso-
" tonic solution at a rate adjusted to maintain blood pres-
sure.
UsuaL posE raxce: The equivalent of 12.5to 80 mg. of mephentermine or
mephentermine sulfite, repcated as necessary.

Mcphentermine Sulfate Injection

M>phentermine Sulfate Injeetion is o sterile solution of mephentermine
gulfate in water for injection. It cortaitis ot less than 95.0 percent and not
more thau 105.0 percent of the labeled amount of mephentermine (C,,11,N).
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Hdeatification—Tt responds to the Identification tesfs under A ephentermine S:ulfale, page 399.

pH. page 938 between 4.0 2m! 6.5,

Othier requirerneins—It meets the requirements under Injretions. page 707. .

Assay—Transfer (0 a conrse poroasity, xintered-giass filt er g erucible 5 . of purified siliceous
earth and S0 . of chromatographie magnesium oxide, mix with the aid of a glass rod,
add an aceurstely neasnred volwoe of Mephentermine Suliaie Injection, equivalent to
about 60 my of ineplientermine, and again mix.  Add 15 ml. of hot chluroforia, mix, and
with gentle suction draw off the vhlorofornm into 40 ml. of glaciad acetic arid.  Hepent the
extraction with four 10-ml. purtions of hot chloroiorm, successively and similarly applied,
collecting each poriion in the glaeial acetic acid. Add 6 drops of p-naphtholbenzein
TR, and titrate with 0.1 .V perchloric neid to & green end-point.  Petform a blank de-
termination, and ke any necessary correction.  Each mi. of 0.1 V perchloric acid is
equivalent 10 16.53 me. of G119\,

Packaging and storage—Preserve in single-dose or in multinle-dose eontainers, preferubly of
Type} glass,

Injections available—Igjection usually available contains the equivalent of the following

amounts of mepkentermine: 15 ing. in 1 ml.; 30 mg. in 1 and 2 nml.; 60 mg. io 2 ml.;-

150 mg. in 10 ml.; 300 mg. in 10 ml
CaTeGory and Dose: Jec Mephentermine Stdfate.

Mephentermine Sulfate Tablets

Mephentermine Sulfate Tablets contain not lezs than 95.0 percent and
Bt more than 103.0 percent of the labeled amount of (C,,H 1N 2. 1180,

i3

Identification—A water extract of the Tablets responds to the Ideafification’ tesis under

Disintegration, page 932: 30 minutes.

_ { . '; Mephentermine Sulfate, page 399.

S Conlent uniformiity, prge 930—Finely powder 1 Tablet, and transfer the powder with the
uid of four 256-mg, portions of chromatographic siliceous esrth to a cylindricul, coarse-
porosity, sintered-glass filtering funnel wpon which previously has been placed 30 mg. of
magnesium oxide (this will be used to prepare the Test solution). Transfer a portion of the
powdered Tablets prepared for the Assay, accurately weighed and equivalent to 100.0
percent of the declared content of mephentermire, to & similar filtering funnel upoun which
previously hiz been placed 300 mg. of magnesiom ovide and 1 g. of chromatographic
siliceous earth (1his will be used to prepare the Standard solution). Arrange to cvllect
cluate from each funnel in suction flasks each containing 25.0 ml. of dilute xulluric acid
(1in 350). Treat each portion as follows:  Mix the mass with the nid of a glasy stirring
rod, while adding 1 ml. of water, accurately measired, and dropwise, continuing to stir
until 8 uniform aiixtare is obtaired. Add, with further stirring, four 10-ml. portions of
warm chlorfor, applyving suction as neaded to drain compietely each portion before
edding the next.  Upon completion of the elution, shake the chloroform aud acid vigor-
ously. Clarify a portion of the aqueous supernatant liquid by centrifuging. Con-
comitantly determine the ghsorbances of the clenr supernatant liguid from both the
single Tablet (Test solution) and the composite powder (Standard solution) in J-em. colls
at the wavelengths of minimum atrorbance at about 251 my and ahont 261 my, and at the
wavelength of maximum abrorbuace at aboat 257 mu, with a suitable spectrophotometer,
using dilve saliuric acid (1 in 350) saturnted with chloroforra as the blank. Caleulate the
percentage of devlared content by the formula 1004p°/4 ¢, in which A nml A« are
the dilfercnces for the Test solution and the. Standard solution, respectively, given by
the generd fornuis 4! = dgyy = 0.5(Ag0¢ + dge1).  Mephenterunne Sulinte T'ablets
meet the requircients for Tablets.

Assay—Weigh aud finely powder 1ot less than 20 Mephentermine Sulfuie Tablets.  Transe
fer to & evlindrical, sarse-porosity, sintered-sins: filtering funnel 1 z. of ehiromstogmphie
giliceons earth and 300 mg. of chromatographic maze<nm oxide, nad i with the aid
of a gless rod.  Add an necurately weighed garnan of 1he powdenad Tablers, eymivalent
to about 125 iz, of mephentermne selfate, and mis.  Wet tie nistyre uniformly with
1 ml. of water, ndiledd dropwise, by mixing with the ghvs rod. Add 10 1al. of warin chloro-
furin, mix, nixd with gentle suction draw ol the chiloroform ino 40U ml. of glaria) ametic
acid. ¢Repeat the extraction with thine 10-ml, portions of warm cilorofunn, siwilarly
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applied, eolleciing each portion in {he glacinl aretic neid. Add 4 drops of p-naphtholben-
rein TR, and titrate with 0.1 N perebloric reid to & green end-poini. Pedorm a blank
determination, and make nny necessary eorrection.  Lach ml. of 0.1 IV perchloric acid
i equivalent 10 21,23 sng. of (SGTHITAYRIFCI :
Packaging and sturage—Preserve in tizht containers. .
Tablets available-~Tahlets w=ually available contain the following amounts of anhydrous
mephentermine sulfate: 12,5 wnd 25 ing.

Cartecony and Dosg: See M cpl.-cnlcrminé Sulfalc.

CH, . : . o ¥
m,ooocu,écn,oocmg M cp robamate
CH,CH,C;, 2-Metbyl-2-propyl-1,3-propavedio!
Dicarbamate
CoH1eNa05 21825

Meprobamate contains not less than 97.0 percent and not more than 101.0
pereent of Coll,4N 20, calculated on the dried basis.

Description:  White powder, having a characteristic odor and a bitter taste.

Solubility:  Nlightly soluble jn water; freely soluble in acetone and in alcobol; spaningly
solubic in ether. -

ldcnliﬂcalio.n—‘, _ '
A: The infrared absorption spectrum of 8 potassium bromide dispersion of it (about 1

(B4 mg. in 200 niz.), previously dried at 60° for 3 hours, exhibits maximna only &t the same
. and ; ., wavelengths as that of a similar preparation of U. S. P. Meprohamate lefercnce
e ¥ R _%En’ud:\rd. If & diference appears, dissolve portions of both the sample and the
) Y7 T Relerence Standard in acetone At A concentration of § mg. per ml.  Dilute 0.1-ml.
unde/ . ! . portions of the reetone solutions with 1 ml. of n-heptane, and remove the solvents by
. ( i .. evaporation ander mitrogen at a temperature of about 30°. Dry the residues in
= ) vacutni 8t room 1emperatine for 30 minutes, und repeat the test on the residues.
" th the s B: Mix 500 mg. with 1 ml. of acetic anhydride, add 1 drop of sulfuric &cid, stir until
.. uarse golution is eficcted, and allow to stand &t room temperature, with occasional stining,
-Zmg. of : for 30 minutes. Pour the solution into 50 ml. of water, with vigorous stirring, and ellow
% of the : to erystallize. Filter the crystals, wash with water until the odor of acetic acid no
YY) i Jonger is pereeptible, and dry at nbout 60°: the crystals melt between 123° and 125°,
" which : but the range between beginning and end of melting does not exceed 2°.
panhic ! Melting range, page 935: between 102° and 107°, but the range between beginning and
7 eolieet . end of inclting dues not exceed 2°.
“icacid : Loss on drying, Page 435—Dry it in vacuum at 60° for 3 hours: it loses not more than 0.5
S tirring N percent of its weight.
o stir : Assay—Transfer about 400 mng. of Meprobamate, accurately weighed, to 8 conienl flask,
~ons of : #dd 40 ml. of hydrochloric scid and several boiling chips, and reflux for 90 minutes.
3 before . Remove the condenser, and continye boiling until the volume is reduced to between 3
 iore ' und 16ml.  Cool the flask to reom tempersture, agd 50 ml. of water and 1 drop of meth:}
- Con- A:l? o ted TS, and, While couling the flask continuously, cautiously neutrnlize the acid with
" sl the L lisodlum hydroxide Nglultqn (2in 5) until the indicator begins to change color.  If necessary,
Ca. colls £ edd 1A iydrochloric acid to resture the pink color, aud carefully neatralize witl sodiura
" at the . bydroxide rolution {1 in 230). “Add a mixture of 15 ml. of formaldehyde .5, and 15 nil.
Jmeter, ol water, “’!"{'ll previousty has been weutralized with 0.1 V sodium Livdruxide to phenol-
“ate the phthalein T 8., and utrate with 0.1 \" xodinn hvdroxide to veliow end-point.  Add 6.2
U are ml. of phenolphthalein TX., i cuntinue the titration with 0.1 N sodjium hydroxide to a
- Sven by di<tinet pink eolor.  Perform x blank determinntion, and make 1Y necessary correction.
“rablets Fach ml. of the tota) volume of 0.1 .\ sodium hydrovide consumed after the sddition of
i \ formaldehyde 1%, is eqeivalent 10 10.91 12 of Coll,4N40,. : .
S Trans- ; Pack'aging and storage—P'reserve in tight coutainers,
seaphie ' 203 A aniay - ’
“the aiel ’ Cateaony: Minor tranquilizer. P
-.._n-ulc;:n't UsuaL pose: Oral or Intramuscular, 400 mg. three or four times a day.
. 'chl‘c‘nlro: : UBraL pose nangr: 1 to 2.4 grams daily.
: "u:;:-l"ll; * Patented.  See notice, puge iv.
¥
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sodium_ hydrovide T.S., mix, and pmeead as directed in the Assay under AMethadone
Hpdrochloride ¥ jection, page 411, beginning with “and estract witlesix 20-nmil. portions.”
Packaging and storegre—Preserve in welladoss] contaiuer,
Tableis available—Tablets usually available contain the following amount of methadone
hydrochloride: 5mg. :

_ ‘CateEconry and Dose:  See Methadone If ydroclzloridé..

T o R

Methamphetamine Hydrochloride 0™y ey crmon .y

(+)-N,a-Dimcthylphenethylamine
Hydrochloride - .
guﬂ_uN.HCl 185.70 : : - SR

Methamphetamine Hydrochloride contains not less than 98.5 percent and
not more than 100.5 percent of C; oI1,5N.11C}, calculated on the'dried hasis.

Description?’  White crystals or white, crystalline powder. Is odorless ar practically so.
% - Itssolations have a PH of about 6.
Solubility:s Freely soluble in wate, in alcohol, and in chloruform; very slightly soluble in
absolute ether. C . -
. - 3= T igentification— .
A: The ultraviolet absorption speetrum of 2 1 in 2000 solution exhibits maxima and
l i minima at the same wavelengths as that of a similur =olntion of U, K. P. Methamphet-~
o awmine Hydrochbloride Reference Standard, concomitantly mea=ured.
. . To a solution (1 in 100) add mercuric chloride T.S.: a erystalline preeipitate is
e ) formed (¢p::edrine. epirephrine, and phen vlepkrine give mo precipilute wilit thix reagent).
S . C: To a solution (1 in 100)-add trinitrophenol TS, a crvstalline precipitate ix formed.
¢ D: Itresponds to the tests for Chloride, page S92,
o Melting range, page 935: between 171° and 175°.
Specific rotation, page 936:  not less than + 16° and not more than + 19%, ealculated on the
¥ dried basis, deterimined in a solution containing 200 mg. in each 10 ml.

e e R A g W By e S 48

i Luss on dt}';ving. pege 935—Dry it ut 103° for 2 hours: it koses not more than 0.5 pereent of
its weight.
« Residue on ignition, page 901: not more than 0.1 pereent.

Assay—Dissolve about 400 mg. of Z\Icllmmj)hctamine Ixvdrochloride, aceurarely weighed,
: in a mixture of 40 ml. of glacial acetic acid and 10 ml. of mereuric acctate TN, warmin
. ' slightly to efiect solution.  Cool the snlution to reem temperature, add 5 draps of erysta
T violet T.S,, and titrate with 0.1 N perchioric acid.  Perforns 2 blank deternunation, and
toske any necessory correction.  Each mb of 0.1 .\ perchioric acid ie equivalent to 18.57
wmg. of CyoHsN.1ICL ' .
Packaging aad storage—Preserve in.tight, lizht-resistant eontainers.

St e b AR

Cateqory: Central stimulant. .
UsuaL pose: 2.5 to 5 mg. one to three times a day.
- UsuaL DOSE RANGE: 2.5 to 50 mg. daily.

o . ...Methami;hc'taminc Hydrochldf‘i&é‘ Tablcts T

Mcthamphetamine Hydrochloride Tablets contain not less than 93.0 per-
cent and not more than 107.0 percent of the label:d amount of C, olL:aN.IICL

Identification— L S
A: The ultraviolet absorption spectrum of the salution employed for mensnremncnt of
ebsorbance in the Aasay exhibita maxima and minima at the sune wavelaggihs as that
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sodium hydroxide T.S., miy, and proceed ns directed in the Assay under Metkadone
I ydrochloride injection, page 411, hownning with *“and extract with six 20-ml. portions.”
Pachaging und sturage—Preserve in well-closed cantainers. <
‘Fablets available—Tablets usually available contain the
hydrochloride: 5 mg. '

CatEGORY and Dose:  Sce Methadone ITydrechlorule.

fullowing amonul of methadone

Methamphetamine Hydrochloride = ch'-grm’ -

{+4)-N,e-Dimethylphenethylamine
Hydrochloride
CyoHisN.1ICI 185.70

Methamphetamine Hydrochloride contains not Jess than 08.5 percent and ,
pot more than 100.5 percent of C1oHaN.HCI, calculated on the dried basis.  ~ . :
Descriptions  White crystals or white, crystalline powder. Is odarless or practically so. -

Its solutions have a p{I of about 6. ‘
Solubility: Freely soluble in water, in alcohol, and in ehloroform; very slightly soluble in

" abrolute ether.

Identification—

_At The ultraviolet absorption spectrum of & 1 in 2000 solution exhibits maxims and
¢ U.S. P. Methanphet-

o inima at the same wavclengths as that of 4 similar solution of
amine lydrochloride Refe:ence Standard, concomitantly mensured.
B: To & solution (1 in 100) add mercurnic chluride T.8.: 2 crystalline precipitate is
formed iepuairine, epincphrine, and phenlephrine gire no precipitate icith (hix reagent).
C: To a solution (1 in 100) udd trinitrophenol T.S.: a erystalline precipitate is formed.
D: It respondsiv ibe tests for Cidoride, page 892.
Melting ranye, page 935:  between 171°and 175°. h
Spexcific rotation, page 936: not Jess than +16° and unt more than + 19°, calculated on the :
dried basis, determined in s solution containing 200 mg. in each 10 ml.
Loss on drying, page 935—Dry it at 105° for 2 hours: it Juses not more than 0.5 percent of
its weight.
Residue on ignition, page 901: not more than 0.1 percent.
Assay—Dissolve zbout 400 mg. of Methamphetamine Hlydrochloride, aceurately weighed,
in & mixture of 40 ml. of glacixl acetic acid and 10 ml. of mercuric acetate T.S., warnung
lightly to effect solution. Cool the solution to room temperature, add 3 drops of crystal
vivlet T.S., and titrate with 0.1 N perchloric acid. Performa blank deternnination, and
make any nceessary correction. Each ml. of 0.1 ' perchluric acid is-equivalent to 18.57

mg. of Cyot1sN.HCL L ) .
Packaging and storage—Freserve in tight, light-resistant containers. -
~

Cateconry; Central stimulant.
UsuaL DOSE: 2.5 to 5 mg. one to three times a day.

USUAL DOSE RANGE: 2.5 to 50 mg. daily. .

Methamphetamine Hydrochloride Tablets

L e
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MeTamphetaming H(Fothforide Tablcte camtain not less thun 93.0 pere -

cent and not more than 107.0 percent of the lubeled amount of Cy o113sN.HCL

1dcentificgtion— )
A: 'ﬁxe ultraviolet absorption gpectrum of the ruliation employed for wieasurement ol

. absorbance in the 4ssay exhibits waxima and winima at the same wavelengthy ns that
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of & similar solutinn of U. 8. P. Methunphetamine U ydrochloride Reference Standard,

RN concomitantly imessured. . . -
SM . B:  Firely powder a munber of Tzhleis, equivalent to about 50 mg. o[_l:.(:tlusmpheganm{.:e
.. % hadone ' hivdrochloride, wl digest with 2 anl. of water fur 30 mimues. Fiiter, and wasiv with

3t 10 ml. of water. To the filtrate arid C.1 m!. of dilute hydrackloric acid (1 ir 10),
anid evaporate on g steam bath 1o about 3wl To 2 mi. of the resuiting solution add &
few drups of merenric chloride 1.8, & ery=tailine precipitate is formed. L.
C: To the remaining 3 ml. of the solution from ldentifiention test /3 add 5 ml. of trini-
trophenol IS, sir, und aliow to staud in a refriverator for 3 howrs: a crystalline
previpitate i« furmed.  Filter the precipitate with suction, wash it with about 0.5 ml.
of ice-cold water, and dry it at 103° for 30 minutax:  the methamphetamiae picrate so
obtained melts hetween 145° and 147°,  {Caution—Dicrales may cxplode.]
Ammonia-—1leat a quantity of powdered Tablets, equivalent to about 50n:g. of metham-
Hy L - yhetanine hydrochioride, with 3 ml. of sodinm bvdroxide 1.8, on & stesm bath for 1
minate:  no wdor of amunonia is evolved.
Disintegeation, page:32: 30 minutes,
Content uniforimity, page 930:  meet the requireinents for Tablels.

. Assay—Weigh and finely pevider not less than 20 Methainphetamine Hydrochloride Tablets.
R 1 Weigh accurately a portion of the powder, equivalent 10 about 25 mz. of methamphet-
- 1Y ang stine hvdrochloride, and trarsfer 10 & separator with 20 ml. of water. Add sufhicient
=~ - QsIS. - - ~sadivm hydroxide T.S. to make the mixture neutrsl, then add 2 ml. in excuss. Extract °
N the liberated methamphetamine with four 25-mil. portions of chloroform, collecting the .-
dally so. chloroform extracts in a second separator.  Pipet 50 mil. of chloroform-saturated 0.1 N
. . sulfuric arid jnto this separator, and shake for 10 inntes.  Allow the layers to separatc,
“oluble in _ discard the.chloroform Isyer, and collect the aqueaus laver in a glass-sioppered flask.
w Dissolve an accurately weighed guantity of U. S. I'. Methsmphetamine Hydrochloride
i tefesence Standard in chloroform-saturated 0.1 A sulfuric acid to obtain a Standard
= % ‘nm! solution having o concentration of nbout 300 meg. per ml.  Coneomitantly detennine the
e unpaet- . B - heotbances of both solutions in 1-cm. eells at the wavelength of maximum absorbance at
L ) =T AT TRout 257 my, with a suitable epectrophntometer, using chloroform-saturated 0.1 N
_'-'9"'-1"{ B sulfuric acid as the blank.  Calealate the quantity, in mg., of Cy10l51sN.HClin the portion
. .’.-'.0""".{ of the Tablets taken by the formaln 105C( e/ g}, in which C is the concentration, in
7 formeng : facg. per ml., of U, 8. T. Methamphetamine Hydrochloride Refercnee Standard in the
S : Standard rolution, and Ay snd A« are the absorbances of the solution from the Tablets
= = - and the Standard solution, respectively.
i d o the Packaging and storage—Preserve in weil-closed containers.
s Tablets available—Tablets usually available contain the followiug amounts of methamphet-
f_--‘rﬂfﬂt of snine hydrochloride: 2.5, 5, 7.5, 8§, and 10 mg.
; weighed . : Catecory and Dose: Sec Alethamphetamine Hydrochloride.
Sy W el
Levarming
Lferystal -
Ziom, and
W 180T
H o .
) e Methazolamide®
: . Cry=hi—N N-{4-Methyl-2-uliamoyl-A%-1.3,4-
e ‘ thiadiazolin-3-ylidenc)acetamide
- \ S~ C;Il.x;OsS3 2306.27
& Methazolamide contains not less than 96.0 percent and nol more than
CE . o 100.5 pereent of Coll ¢N 0554, calculated on the dried basis. )
i llcs'crir;(i'?;; 2 White or faintly yellow, crystalline powder having a slight odor. Melts at
A alwat 213°,
N Sedubility:  Very dightly soluble in water and in aleohol; soluble in dimethylormamide;
f shizhtly ruluble in ncetone.
30 per- ¢ == - lMeniicativ— :
i . A: Tl infrured aborptiou spectrum of 8 Tateium bromide dispersion of it exhibils
pmximin only &t tie same wavelengths es that of a similar prepuration of U. B. P
3 .\iglh:lml.-unidv Reference Standand.
Y tement of _1_5_2 Fhe ulraviolet absorption spectrum of a 1 in 100,500 solution in 0.1 N sodium
i as that * : : 3
e ta o P'atented. See notice, page iv. - - N
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LR Phentermine liy:i-oz.jerida
3 e
! H
L

Descriptiva-Saction:

“ -'):..\'/:- Y

-~ .y

Name, genaric (USAN) . Phenterminz Vodrnoaicoile

o
Ny
i

v

Name,.chamical (USAN) o, oA Dinothylintenathylonine hy@roch]oridé

Cae
&7

Empirical formula » C]OH]SE.?:i

a2t

LAY A A

Molecular weight 185,70

r,

Structural fermula | To be addc

Description _Tq bé adde:  physical properties

Solubiiity ’ Hazo:§a addz:: solubility; partial solubility;
—:A;- , - - _af'“;: 5in§olubility :

Extraction ' ;j'-  To be adpeﬁ

-

Stbragé" . o "Jo be added: H.B., procedures/precautions

U ) R -

1=

(;Edentificatiﬂn for chiloride  Comverdium m:iinduiegy

. Melting (range) _ As per reference standard. Y.S.P. Clzass 14 (on &
| = sample dried in & desiccator over silica gel for
) 16 hours)
Melting (range) of - . As per refercuce stendara {re: USP XVITI, sephontersiaz
* picrate derivative Sulfate, Identifjcation B.)
) Loss on drying ) Compznaiun methodology. 105° to constent
g weight N
3 Heavy metals o Coupendiunm matholegy
§ Resiéue;on ignitidn - i . Cowpenyiya methodsluyy - . . e
;% pﬁ.(range) ' ' .; (of o 27 solution) As pér referenrce standard, suacity
:E, . f test conditions., e . -

—~
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L - N Phentermine tydrocidoride - page 2.
| é";gufiraviolct absqrption (in 0.1 H2$04) Exhibits maxima and miii. o at the
é ) same absorbances &s the raference stonard
f (indicating thesa),
3% Infrared absorpticn Exhibits maxime only at the saue w:vc}srgtﬁz as tos
i. reference standard (indicating walor ;i _zls)

Assay

by - re: USP, BP,

If alternate mathcdology is used, comparative dats

Y

s ' e is requested -
R Referance siandapd: To b2 established, minimum purity, -
e, el

PR T
Y T
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Fronteranne Hydrechloride

Phontermine lydrociiioride Sosag:

than

Descripﬁion
Storage
Idantification
Rate of releasz of

active ingredient

Content uniformity

Phentarmine Reareahloride

of the labaied awoent of G, H 15 L HET.
9

To be added:r
To b= added:

To he addad.

To ba addad..
conjunction
To be added;

To bz addxd:

Pinishied Uosag

Forms contain net

¢ - page 3

. Long fctirs

DG not wmora

-

iess than

physica: proporties
R.B. procedures/proceciions

Miethodology is requasted for validaticn

Specifications to Le developed in
witﬁ studies.

comﬁendium standards

compendimn etendards

S
{2c ghave), Methsdelogy is ragquasted

for vatidation.
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ROBERT H.BECKER 1200 SEVENTEENTH STREET, N. W. N TELEPHONE
THOMAS O. HENTELEFF R C‘,’ - 1202) 6859-2155
RICHARD . MOREY WASHINGTON, D.C. 20036 e T
PETER O. SAFIR
F. KAID BENFIELD
GLENN E. DAVIS
MARC H. SHAPIRO :
CHARLES M. BARR March 22 ’ 1979

Dr. Ronald Kartzinel

Director,

Division of Neuropharmacological
Drug Products

Bureau of Drugs

Food and Drug Administration
Rockville, Maryland 20857

— " Re: NDA - 17-960
Dear Dr. Kartzinel:

This letter requests reactivation of the above-referenced
new. drug_gpplication for phentermine HC1 30-mg. capsules
submitted by the Vitarine Co., Inc., Springfield Gardens,

New York.

This NDA was originally submitted to the FDA on June
10, 1975, and was assigned ANDA No. 84842. Subsequently, by
letter dated August 25, 1976, from the Division of Generic
Drug Monographs, Vitarine was advised that the 1975 submission
was "not in accordance with any Federal Register notice relating
to phentermine HCl products". As a result, NDA-84842 was
tranferred to the Division of Neuropharmacological Drug
Products from the Division of Generic Drug Monographs. It
was renumbered NDA 17-960. On two subsequent occasions,
the FDA's files pertaining to this NDA were lost and, on
November 9, 1976, additional copies were provided by Vitarine
to your division. Subsequently, on May 25, 1978, Vitarine
was informed by letter that the new drug application could
not be approved in the absence of in vivo biocavailability
data.

Vitarin been advised that S recently
i erning products
iew by the Diyi
Vivo bioavai

is respectfull

NDAYAR-D6q97G48

Monograppfs and the reqfirement for i
data hag been waived. A ordingly,

requested thwmd¢g% m?st} onstitutin
an

reactivated reviewed.

“vh

!
\
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“Uepip W Carp >




EKLEINFELD, KAPLAN AND BECKER

March 22, 1979
Page 2

Several years have elapsed since this application was
submitted to the Agency and I have been advised that the
only substantial questlon to be resolved as of May 1978
concerned the need for in vivo bioavailability studies.
Since the requirement for such studies is now waived, it
would be appreciated if the application will be given an
expedited review.

Sincerely,

Qe b =/~

Alan H. Kaplan

AHK/prs  _ ..
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VINGENT A. KLEINFELD EKLEINFELD, KAPLAN AND BECEKER -7 _ 7 6 0 N
ALAN H. KAPLAN 1200 SEVENTEENTH STREET, N. W.
ROBERT H. BECKER (202) 859-2185
THOMAS O. HENTELEFF WASHINGTON, D.C. 20036
RICHARD S. MOREY
PETER O. SAFIR
F. KAID BENFIELD . November 8 ’ 1976

MARC H. SHAPIRO

Mr. Bruce E. Byer

Products Management Staff

Division of Neuropharmacological
Drug Products (HFD-120)

Food and Drug Administration

5600 Fishers Lane

Rockville, Maryland 20852

Re: NDA 84-842

Dear Mr. Byer:

In our telephone conversation of November 1, you
advised me that the FDA's copies of the above-referenced
NDA had been lost. 1In our conversation of November 8,
you further advised me that they had not yet been located.
In order to avoid any further delay in the evaluatiom of
this dpplication, I have obtained from The Vitarine Co.
Inc., the applicant, copies of relevant materials in its
possession. These are enclosed in triplicate and include
copies of:

l. The original NDA submission, dated June 10, 1975;
2. The FDA acknowledgement, dated Jﬁne 27, 1975;

3. FDA letters of December 11, 1975, January 6,
1976, and August 25, 1976;

4. Vitarine submissions of November 24, 1975, and
June 15, 197s6.

The most recent communication from the FDA pertaining
to this new drug application, the letter dated August 25,
1976, states that the initial submission was "not in accor-
dance with any Federal Register notice relating to phenter-
mine hydrochloride products.” As a consequence of that letter,
the new drug application was transferred to your office.

PR

While it is our opinion that the submission, as initially made,
qualified for handling as an abbreviated new drug application
under the terms of DESI 5378 (as updated in the Federal




EKLe2INFELD, KAPLAN AND BECKER
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Register of July 19, 1974) the additional data submitted
on June 15, 1976, contained a published report of studies
which independently support the safety and effectiveness
of a preparation of this formulation and dosage strength.

In view of the fact that a substantial period of time
has passed since the original submission of this new drug
application, it is respectfully requested that it now
be processgd expeditiously.

Sincerely,
)y !
A} 1= .
Gk
Alan H. Kaplan

AHK/vel _




NOTICES

Purpose. Reviews and evaluates all eral discussion 'of Good Manufacturing
c;w:bls data mgoneemmz‘yﬂ: aafety, Practices (GMPs’ and gastroenterolcgi-
- - effectiveness ﬂ}.‘hﬂ] m

cal-urologioal medical dsvices, Closed
nterol logical devices - ’ -
ientb &‘zu.m e ; ,’cnr Qsdm:\ Contimuing review, and clossi-

Avcnds. Open session: Comments and Scation©f varidus classes of gastroenter-

‘presentations by interested persons. Gen- plortal and urplogical deviges. .

VOwn 9 am. o 10 s cimed altar IV 8
. C. Gilxms, DU .S, room WB-1y.
R .. 0o rs Laoe, Lochoille, B3 20852,
PR Satnn-e SEUNEE :

" Produsts duy. 718 am., conkrence

, room I,
Paridews Bldg., 6800 Fishera

Ji PurposeL ,
avallahle dada conoerning the safety and ‘formation Ack Buch tnfol
eflectivensas. of Presently marketed and: cludes safely and effectivensss informa-
foposed, - Hom, product farmulation, and memufac-
" turing - methods and procedures, “all of
R S S re Of substanual ompetitive .
Apenda. Openr secsion s Comments and - ¥mportance. . 4 - o
* Inaddtthon. fo operate most eflectively,

regentations by - interested ‘persems.
. an : ¥looride tableta: fruoride . 4hs wvalwation ‘of xpecific drgg or device
v ‘requites that memigrs of com-

kia (discussjon of con-:
menufacto~ considering such requatory mat-

P

2159

recommendations and s Conmbalioner
elther accepts or rejects therni. the pnhlic
and the {ndividuals affected by the remt-
latory decision {nvolved wiil have ati 0ir-
portunity to express thelr views on tie
deciston. If the dercision results I pro
mulgation of & repulation, for exsampi-
the proposed regulation will be publi heu
for public comment. Closioy a comn.iiter
meeting for deliberations on rexulator:
matters will thercfore in no way preciude
public access to Ufe commlttee ftseif ~~
fuli public comment with respect ta U
decisions made based upon the commit-
tee’s recommendution.

The Commissiotier I:as been dejega’ed
the authority under section 16:dr ol the
Federal Advisory Committée Act to is-
sue g determination in wTiting, contan-
ing the reasons therefor, that any adv:
saTy committee meeting s cencerned
with matters listed in 5 USC. 5562 .
which coutains thie exemptlons Trom thy
public. disclosure rvequirements of the
Preedom of Information Act. Purzaun! t -
this authortty, the Commissiones herebv
determines, {or the reasons sct out above

_that the portions of the advisory com-

mittee meetines desigmuated i this notice

. 48 closed to the public involve discussion

of existing docurnents fulling within gne
of the exemptions set forth in 5 U S

. 552tb). or matters that. {f in writin.,

- would fall within 5§ US.C. 552¢b:,
" that 1t is essentlai'to close surh portious

to engage  the dellb-
.of their work ofia Son-
Hgsls, " the sensequentloss of.

3,

the ¢ G .
o(d)"=miying heavity on the use of:outside ex-
. in. tory -decisions.
actions uniquely .

RO every citd- -

Mdiscussion among com-.
“would -severely hamper”

and

af such Imeetings. 10 protect the free
exchange of internal vlews and to avoid
undue interference with Agency and
comniittee operations. Thir determiui-
tion shall apply onlv to the designatcd
portions of such mectings which relaic
1o trade secrets and confidential infor-
mation or to committee deliberaticons.

Dated: July 12. 1074,

. A. M. ScuMInT,
Commissioner of Food and Drugs

" JIFR Doc. 74-16410 Fiied 7-18-74 8. 15 ani |
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¥ DRUGS FOR HUMAN USE—DRUG EFFI-

M thatintevested per-
pEsEnt wny relevart ‘fo
m by

wFAnine, “N1214Y Capsules,

b

Le ol SR

. STUDY IMPLEMENTATION CER-
- TYAIN SINGLE ENTITY ORAL ANORLCTIC
. DRUGS 1N CONVENTIONAL OR CON.
TROLLED RELEASE DOSAGE FORMS
-Up Notice and Opportunity for
o Hearing )
: fThe Food and Drug Adminusiration
published an pnnouncement in the Frn-
ERAL REcISTRR Of August 8. 137¢ (35 FR
12678) regmraing the efficucy of the fol-
lowing single entity orul  anorectic
drogs: - & =
“LiBiphetamins 71,

3

Capsules, Ripheta-
and  Grphetam e
20" ‘Cepeules, respectivels, contatntig 3 76
. alligrams. 6.35 ‘milligrams, and 10 mi-
“guams each ot dextroamphetwminine  andt
argphetamios per capsule, ul! A% ca’icl ch-
changs vestit complexes. of sulfonated [ols-

- . tyrens titrpgeburgh Leaboratacies, DFitaten

R JT0,

of Wallace anl@ Tiernan Inc.. Post OMce B ¢
Bacbutq‘ NY 14603 {NDA 10093 .
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2. lopamin ~15° Cupsuls end Inuamin " Tn addition to thie holderis of the now . ling m-:ﬂttzm [ 8 1'1‘;a;‘br:;
~3)~ Capsules. containing. Teepectively. 18  Adrug application (sd spectfically ‘puaned - Oaution e
‘mlligramas pheslermine and 30 milligramé  o,ye tids notice apolize to all peesons e . n& without
pheutlermine Der [ ] oK- B : ! BN
e T e b e o aotrod | b, Tie firi i lsbcled o coruly waih
L :Lr’rv:l?«:'k:an:l: “ﬁ#‘ﬁ:‘?%’: l::::? ‘new drug appliestion, which fa {dentical, -all roquirements of the Act andmmcult
: Ta ne B s mill. related Or simDmr to .a drmg product - tiooa and the labeling bears adequa
LA grim‘: ;'lm"xﬂw‘;; !:uncdpbovc as defined in 21 CPR 3104, ‘information (o safe and effoctive wse of
- latiet: formerly martsted by Burtougts Tt fs the responzibility of every drug " the arug. The Indications, Artions, arti
*wa m & Ca.. 1oc. 3030:Cornwalis Bosd. . maynfactarer or distribuator . - {he Drug Dependense poriions of the
et iaugle Pazy. WO T (VDA ghig niotice o determing wheihar 1t covers mmmm ns .tx:xlo':‘.mmm:’;
L s - A i Ny o “;;';‘: ; g ’ or gu. ¢
© 4, Amphediozyo ayam&wm'&b)oqs~‘d¥ fwlltei. pe”’ manufactives O B e x e :
‘!";'l“l(rthx;\l:;";' pt:h‘::ﬂ.::. n!:l Ly ana C:: > af the'applicability of this notice Hm men’\imi}nb DERTUYLIROFON
Puel Office Rox 818, Todizespolig.ind. 44308 . darag product he manrmtac- - : s MQCTLTA TR . o
(XUA §-390). SLogEERT e es . . Sty . _
Dielf:taan) todytabe patalning . s . HOICATIR
mﬁilgrmw. d)-::\::nm’h-mhe hyﬂr\nlghlsob-' 2 (Name uf drug) §s Anglicated ia the man-
ride per ocumtrolled: \omao - tablet; Kastern - . Ayeroent 07 eXOgElOUS DUGAILY a8 & shart-term
He-carch Laboralorfdk, 1nc. 802 Beath Oeo- ph - 2 : ( fow weeks) adjulot in & regimen of welght
- %ra! Ave,, Baltimore MD 21209 {(KDA 134106, _‘Cw : veduchion bassd OB esbwic -restriction. The

‘Qewoxyn Tebieta conteining 36 DRilS ouw Hmited usefulnoss ©f agonis of this €law
a0 mifligrama methamphetaming 08527 °~ =« e (swe ACTIONB) sboull he mhessured &falnat
yarochior t, Pesoxyn Gradumet - ‘The August 9, 1970 noties siated Lthat Ppasibio risk factors inherent in werr use

Tableta cantaining b.. 10:g the above-lsted drugs -wore “Yegarded such as those described below.

{"'H‘-r;vhmml":g braroci™® fypinDe s Incking substantiasl evidence of effec- ;- L acrioms
£t and Desaxyn isr coulain pecific indications: and > -

. zTamgA - nethauphotamuos hydml::latun per 1655 for § ca ‘ ¥ {Neme of drug) ts & aympathominetic
30 milnigers; “ABbatt Laboratories, 14th aud s : 3 amine with pharmacoioglc activity simttar to
Sherydan: Bond, Norih " Chirage. DI 60008 . 2ed. . jthe protolype drigs Of Lhis ciase umed tn

© {NDA Fm18), S - L for abesity, the amphotamines Actwba luclude

< Ay prinalta Tablets coptainiig 3 milligrams  certain other claims. ke cintrsl Dervous systein stimulaiiomn and ele- .
U ne hydrochicTide per tahiey Rused ob informstion subn i ted by the ~veilon of Llecd preamus, Tachyphylaxts and

manufarturers of aporestic drugs snd a ‘tolerance have been demonstratad with all
N : ) © review of pyallubie evidanoe, thwe Cem- drugs of thia class 1u whith thess phenoinena

d (Tabicls containiog 1S mysgioner of Food and JDyugs fuds W have heen lookea tor. - /
Ml tErane dlothy ) 1of. hydrorhioride per - prirte Lo amenad the - 70 meugs of thin class used 'n ODhCRItY are

lZeontrollgd réleape nhipt: 2erred]-National RpPIo| i ‘pommomly XRowWD &8 “anorectica”™ or Uanars

ips. DAvisofol o terren) O ADgust 8. 1970 Lmofar s it POFLAING . gigeuics™. I8 has not beven astablianed, how -

- tne, 1M 0 ‘Xinclouatl, OI1 10 the drugs listcd abowe, a3 sol fOTth  aver, nat tre actien of such fruge in Lreat-
218 ( S beluw. : : S0 T 7 Ang obmary is prizeardy one of appeutc wup-

g, facemic Desakyephedring ¥ hinride Such drugs are regarddy ds new drugs pression, Other central BeTPOUs Kyaiem ac-

“Tablets vontalntg P nxilligtass 4l- (21 USC. i), Bapplemental new tiupa, .or metabollc effects mauy be fuvotved,

Une hydrochicride pef wider; HI. W licatiohs sre required o revise 'OF exmmple. I .

Chemical Co.F1700 Nerth Howard Streely  tre label . 10 mpdnts previously | AJul obem mibjects tnsgusted tu dlelary

Philsltelphia, FA 10182 (NDA-%-DA9) o s {or su managemient and- tregted with “anorectic”

s X Miljer-Drine "Tablots goaitatipng 10 mil - . ) . . arugs, lose Mmore weight-on the averpye thinn
\rang dl-inothampheltamine aydrochiloride Y~ uir:td,‘% Lthows troated with piacedn and dBet, ar teler-

F$ILY, - MALET “And Patel, 'Inc, - . 3 B g A y S pnined 1n relatively short-termo clinscal triali

venue, New Brunswick, AN : e magnitude of Inaremsed walpht loxa

X 58 CoE ? drug-irested paticnia Over placetso-ureated

. pattiis 15 ooly & fraction of ¢ pound & week.

4 “The Iale of weizht loss 14 greatost o the
A ) v ) Brat weeka of lwrapy oz ‘hath drug end

nue, Gurdem City, long lslspQ Y 1ISIF O i g ¥ lacebo qubjects sha tends to decreane fu
{NDA 5-8%3), LA e ; ; TR - micceetingg weeks. The pomible origlus of

g 43°DE0-E Tublota contatning o mifligrares . G SO h . the inereamsrl Welght losa dwe o the various
methstnphstamine hydrookdoridei-per tab- off ip pe ma of €X0R- arug rffecis wre DOT\wetabitshed. The amout
ot: Tiden-Yaios Laboretofdss. Inc, 203 La-- ‘enous 204 digpt-egm (8 {OW. o7 weight loss assouiated with flie uwe of o1

“mbiet;. ¥nde Laboratorics, J000 8

taveite Streety Nl'_'»._\Yutt.-l!Y 10012 (NDA _ wecks) radjusct in:s rosiman of waight “anorecric” ‘drug varies from icial o triai,

: S g, -+ rednoton bassd on-aloric vastrictidn. 'M"”‘ ‘:"“’“’“‘"‘t w"*:;l“-:'w‘"m.:‘ b
% . - - i @ “‘M 7 a n par var e otlrer the

drug ‘ﬂ‘b“@w “M'& % wmm B bk_‘faruga_preur:nn:ﬂ, such as the physician-
Falove, apuroval of the {ollowing spplicn- % ATO. & : PORE - ¢ westigmtor, the population treated, and tha
" tiong and supplernents tlrreto, was with- - : } Mgt - 0 " tet proseribed. Btudtrs do not perintt cou-
B r - “halarior . #lisions as 10 e relative lmportamoe of the
ﬁgng an non-drug fsciors on welght loas.

I & 2 3Tus HAtnrs! BIOCY of ubestty. S8 meaxtired

Amek? ' 10" ymare; wharess 88 stwdies cited &ve Tu-

‘foc: el other of siristal to » few weskn duraim. thes, the

3 & O g 5 < votal meu'tar asug-induoed weight loss
y , regulatiang F4O200 = y - oveg’tiwt Of dlet alone must ! ,uadore
030205 ke s M s T KB s e D Gmitea o st e munsdored

NDA b £32, Narodin " eoe

‘phetamtne “hpdrochicride)i’, Tude . 14 o 1 pre . ; ;Deoo Dupaserwrs Hacrron OVOIWM‘lmn.

Tieg, . .. - 4o 5 : s V" 3 ! 5 ' . o BEOTION ¥ otE .
-INEA” 0-390, Araphedroxgn ovidl - ] X slicncs. (Mamhe Gf drig) is re-
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wWugs . : ‘ | abteed, and the passililily of abuse of »
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of Auguast 8, 3070, X JADOVe, § ' . > ating 1he desttabllity of taciuding & drug es
g ; R paTt of & weight vedwction,program. Abuse of
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amphelamines snd related afagr may be gF-
© pociated with intense psychological aepand-

e11c® AN severe social aycunction. There

are reporis of payents who have increased the

dosage 1o many times thst recommended.
Abrupt ceesstion foliowigg Drolnnged high
- GORKE® atorinstration resLl in extreme

fatigne and moemiel deprummiont changes are
aiso TOted on the:slesp EBG. Man

e pragnitukie™ed! Increastd wewLhl 108°
ol angg-teisd patisgta over phcebolue.ud
mtonly-n‘ohondnpound » week.
The sels .01 weight Jods B greates” 'in the
firet” weekn ©f therapy fox noth drog and
placeo subjecis and tends €0 - ‘ta
sucoesding woeks. “The origind’ of $be W
cresssd. weighit lom due W thewariohis pos-
. _atbip dwmg effects j noﬁ‘“&liﬁ?d. The
of ehronte intomication with sncrecéic HIugs ° nmput of welgst sssotiated with thelme
. 1 Chadg_severe dermatoses., marked nmm&‘,’ot»u;‘rfw" arug varies fromf 1 @

Dritability, hyperactivityy and - pereguglity - ? the incrested weight 10w jappeass
.- changes. The most serere tation of ‘to’We ret tod 1n-part 80 Varishiés otier thin

rdntcinioxication . psychonia, " i isuch aa the P TS
eally Indistinguisbable fromschipophrenia: - = W Lhe pop 10N Treated, ‘anc WO
<. M s LY e F‘"‘M' a0 natpemnq-'andu-
AMPAETAMDYE. asonir-aa_$o unportancé of the
drug.and 20d-0r9g ‘on -Welglt Joss.

The nsturs! of obestty 1s measured
in “yeads, whereas ¥ stibies - re
strirted 0 8 towr- anration; .
tossl impast of rug-Indwesd :
ahat of dist.alons mpust be

gmsted. -, . -

re-

based on wdlaric :

ons' Gisesity 18- Tefrattory ¢ al

wrastd g, Foptsted dicla, Sroup
3 b 1mited wee-

ONE

p

“bldod leveals
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Lion with rexpect Lo itequs 7 and 8 of
¥orm FI-356H 4 314lc) 18 required.
For preparations claiming controlied re-
lease such supplenent ghould conain
stuies COMPAring plood levels occurmng
with the controlled release form with
occurring with single urits of
the conventionsl form «iven mualiliple

‘1,006, For erample, when compuriig a 330

mg. controled release fory TLworrnliy
given every 12 hours with a 10 m& (o~
wentional form normally given everv 4
hours. the coparison showld invol-e !
wnit of the controlled release torn, wiven
ouce and one unit of the 10 mg tona
given every 4 hours..

¢. For any distributor of the g, the

: use of jabeling 2 accord witii this an-
. pourtcement for

any guch drug shipped
within the jurisdiction of the Act as de-
<eribed | parugraph b of that notwe.

C. Natice 0/ opportunity for hearing.
On the basis of all the data and tnfonna-
rion avaiable to him, the Director of the
Bureau of Drugs ds unaware of anv ade -
quate and well-controlled cluieal -
vestigatdon. eonducted by experls quali-

“fled by Befentific training and experience,

_ meeting the requirements of section 505

o! the Pederal Food, Drue. and Cosmetac
Act (21 T'B.C. 855 and 21 CFR 314111

SEIV-§ L R AN demonstrating the effectiveness
‘of drugis; for the Indicationts. lackiny
© ghstantial evidence of effeciveness ve-
. ferred to in paragraph 'A.3 of tids potive

Notice is given to the holder(s: of the

. new drug application(a), and to all uther

interested persons, that the Director of
the Bureau of Drugs proposes o Issue an
order nmder section 505¢e) ol the Federal
Food. Drug, and Coemetic Act (21 uU.sc
155(e) ), withdrawing approval of the
pew drug applicgtionis) (or. 4 indi-

" cited above, those parts of the applica-
" tignts) providing for the drug product:

Hsted above) and all amendments and

. supplements thereto providing for the
indicationta) - dacking substantlal evi-

dence of eflectiveness referred to in para-
gmph A3 of this notice on the ground

. that new infsrmeation before nim with re-

spect torthe drug productis), evaluated

b tagether with the evidence available to o

g Sle1(c))in”

ol release

A8 €3 ) 2

hizn at the time of approval of the ap-
plication (8) , shows there is & 1ack of sub-
stantial evidence “that the drug wrod-
uctis) will have all the effects 1t pur-
parts oris represented Lo have under the
conditions of wuse prescribed, recom-
mended, or suggested in the labeling. An
order withdrawing &pproval will not

v issue with respect to any apulication(s)

shippiemented, in accord with this no-
fice, to delete the claim(s) lacking sub-
stantial e wce of eflectiveness, .

Ih 4o the ground for the pro-

posed with#rawal 'of approval stated

x

.t this motica of opporturity for
all dssues relating to
of the drug products sub~ ~
ding identical, related, or
products as defined
contention thatl any-y

s safe and effec-
ye within the ng of section 201
Q ip! the wct or becnuse #t 18 exerpt !
o . . 1 % L D
_;/ﬂ' - - - N

”4




© 10T

T 1962 a‘?ot‘/%lgﬂtE‘M’ .
- TnyvaccordRpce the provis

o wct
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fom wart or 'alulo'! the rew d¢rug provl-

£101:4 0f the act parsuant to the exermp-
swon  Jor products marketed prior W0
w June 25 1938, coutainsd in seclon
231(p) of thesct, or pursuant to section
of ihe Drug Amendments of

iqi"t of
secnion 503 of the act -21 U.S C. 3557 and
the regulations promulgated thereunder .

(21 CFR 310, 3147, whe appilcani's) and -

a1l other’ persols who manpufacture of -
.distrbute.a drug product which 5 iden-
tical, velaged. or simiar

“above (21 CFR 310.6), 4xc

1 hereby fiven. an opportunity for a hear-
Wﬂs approval of (e new druf
ication's’ providing for the claimes' "

+: Tnvereed - shonllg,

ot ‘be witbirawn anc
n opportun:ty to.r. administra-

“tive detcrmination, &dt 4ssues Telag

1the lepal Status of a'drug procuct .

. nbove.and ull [denticul, retatec, or slollar

" drugiprodncts..,
o I an applicgn

" elects 1o &vail Bimséls of 0o

Y, .

. -proval. “The procedures &

A

t:0r ADY PETSOHN subfbet ‘
o this motiee pursuant 10 21 CFR 3186
153

for & heannog, ‘he xhall file (1) on ori
‘before August 19, 1874 a written motice
‘of pwearance and request {for-hearing.
and’12) on or before Sept-mbrer 17, 187%4.

ata intormation, and analyses oL .

Uee ¢ yustify a hearing, as

merits DN this Propesa g 110

né4 requirements

‘govermung - this wotice of

‘ hearing, & .06tice -0f eppears

quest: for dedring, & surdission of daiaf
natian. epd analvees 40 Justify a

Thearing, }Qier conunents,

or e \ ., are co
21 CPR-136.1% a3 pu

An - detatd. B
a8 317 314.200 on March 29,

(30 FR-1168)"

&
1974

of ‘an applicant or amy

ounEx Pl gubject to this nolce pur-
. suRnt f:rzslo%m $10.6 o Nie umely Writ--

" ing concerning

. walver of any
Tlpgal statls

arué prod
" drug prod

¢ - ihat thereis’m genuine and

en |
WS required ly 2

Wy . su
of the opporiunity for 8
thayattion 0
respect - to such -drug product, sl a
-coNtenitons concerning e
«of such arug product. Any <
sich dreg product labeied for teindics
conis) lacping pubslanial evicence o
effectiveness referred o 18 parsgraph A3
Wl§7be . marketed, o the Food arf)
Drug Adm o wil initiste appro- -
actionto remove sudh
urks {from the market ANy hew
et markeled without.an ap--
ssuhject to regulatory

AR elecy ch person Lot o avail |
Hmsel

provet RDA ‘1o

5 A request for R
T, el .
aet. forth spelihc

; or denusls, but |
tacts showing

submtantial

Neparing. IO

upals
muet

the hearing that

P

, Sinmissions Dure A

opportuniiy 10T Kivg o pa
nce and rez o, .

end 8 EIROR < .
ntaired s’

i and discussed z;‘
the M of & W
13, 1974 (39 FR 9750 reodifed 5

* Cosmétic

and request {or hranng 212 vg
1 CFR 314.220 constitutes 7 i

% pRDciies

*

€

heariig , % may nosrcst :

NOTICES
substantial is-
with-

there is
cue pf fact whic
drewal of 8PP
when a request

"ho genuine and
h precludes the

for hearing is pot made
in the required formatl or with the re-
quired apalyses, the Commissioner will
enter: sunmery’ judgment against the
persenits’ Xho vequesks the  hearing,
gaking ﬁnmﬁl\nd‘(“mclusims. deny-
iy a eanug. : S

AN submisSons pursuant W this no-
Urce of ppportunity {sr hearing shall be

‘filed tn guintupticatesBuch sulmissions,
to a drug proc-  -except

Y for data and tforduation prok
Ribitéd {rom publicidisclosure pursuant
w2 TSLC 331 ar 18 US.C. 1905,
beseen in the office ®f ine Hearing Cl
taddres. uiven below: durt
busipess hours. Monflsy through Frigay.
Commurications f{orwarded in re-

wilied with e reference number

DEST™ gl 1ed W the silention of
the SPPrONTlate i below, ahd
wddressed o thePpod al Admin-

istraticn. 7500 Fisher. Léne2.
MDD 208528
Supplemets
Ofboe 0! Screntfic
Hureas of Drugs e i
Ortginal aboresiaked new drug appiicationa
(tde: tify e sob): CeRerto. Drug Bt
(HFD- 107 Oftice § Scéengific. Bmiuation,
Bures of Droge. ™ N :

Evs.ustion {HPD-100) ;

0 We notics of op-.
tor nearing’ {identify with
Meazing Clegk. Food and
uustmtyom  tHFC-30, ;’oom,

Wi ~(

Toopertunttt:
e NUIIMOATY .

0Tt

L Efcacy  Tolorrauon  Activi

3'".;3“-;02‘!):1:;;» o .

11 other coinmiuiucations regarding this’

AIPOGDORITCN? - Drug Effcacy SBtudy lb-

mentsuon Proest Mansger (HPD-101)."
reau of Ly:gs. * B

- »

b .

% poticc I 1ssUed pursuan
i he "Pederal! Food, Drug. and
M, 502, 885, 52 Siat,
10505358 anended : 21 U.S C. 352,356)
and gnder tne anghonity delegated & the
D tor Doreau’ of Drugs (21 ° 3

B B

Datea July 21974 B
’.J.RJCHAKD(SW?. -
ractor, Bureds

(DERLI71 70 s Mo FDC-D T80 WDA
L FRAW ) v

OTIC  PREPARATMIRES TONTAINING

. ACEJIC ACID m}&‘mw HY-

GLYCOL NEHICLE

. PYLEWE GLYCOL DIACETATE

*

3
3 23 Pred 7-18-7
i ;

S T

PRO-
AND SEN:
T o up in stk .
L . Gpporfunity toc Hesring
mike g
1978.435 PR 146307,
: Druga.

snngnoed |

18

; an
the tellowing drugs:: v

B
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roval of the application, of”

-, approved new drug apphication,

ROAviNe

dentfy with NDA rumber:: .
" tration. Bureau af Drugs.

- tic

t to pro- .

Vesal O Belutier. contalhs
ing scetic acl 8 proprviene gyiral velic.e
containicg propylene giyuol cAinor Late and
berzethonium chiende and
NDA 18-770; VoScl-BC Oue Jaluticn 206

taining LFArocariisSpne. and acetit B

& profivitne gyicat vehicie certalning proa-
pylene gvico! Cincelate &8 Henzeilanium
chiortde, both srketed by Wwarnpcie lat-
oratares, 35 Combrerce Rosd. Stamiord CT

Ot 2.
Jspe!.‘xﬁcaily

< In addidon 1o the hrolde
new @&rug &applicationls)

above. this notice applies & ail

facture or dmstribute

t of an

whuch

entical. related. or similar o a drug

product named above, as defined in 2}

- CFR 310.6 It is the responsibility ot

ery drug Imanufa. 'urer or distribuior

tn rveview this notice to determ:ne

© NDA 1217

4

s of the

perspns wWho MmAalld

a drug product. not the subec

s L
N nst Lo 1ol announcement should be whether it covers any Grug product e

manufactures or distributes. Auy person
may request an optn:on of the applcabil-
1ty of this notice to a specific drug prodt-
uct he manufactures or distrioutes thal
may be identical, related. or similar w a
drug product named in this notice by
writing to the Food and g Adminis-
fuee of Com-
pltance (HFD-300:, 5600 Pishirs lane,
Rockville, MD 20852

The notice stated thut VoSoi-HC Otlc
Salution was regarded as probably etflec-
tive and VoS0l Otic Solution as probably
effecuve and possibly effective for their
1abeled indications. Pursuant to tite no-
e. - Wampole Laboratories submitted
ta. The data have been evaluated and:
ve been determined o provide Bub-
ntial evidence. of effectiveness for the
R wons descrivbed below.

- The two studies submitted to establuh
;eflecliveness of VaBol Otle Solution for
e possibly effective tndication (prophy-
I&xiv of otitis externa tn swimmers and
susceptible gubiects:, fatled W demon-
striMe substanual evidence of effective-
ness. When each: of these slucies was sep-
_arately analyzed, the results showed no
signifitant difference between lhe reat-
ment ‘Ajd enntrol groups.

dingly, the previous anr.ounuce-
ment s emerded to read as {ollows.
A Effectnencss clarsifizgtion.

aa
ha

The

. Pood and Dyug Administration has con-

- sfdered the ‘Acaderny’s reporis, as well
" a§ other avalabie evidente, sha Con-
_ cludes that . - )

1. Acetic feld is effective for the treat-
et of superfitial infectiors of the ex-
Mernal suditory emnal .caused by orga-
-nisms - ukcepuble to the wction of the
§ +2 AceHe scid with hg@rocoriisone 15
_cffecuz Ogr the treatment of supesficial

f the exiernal auditory canal

.7, caust by’ orgariyms suseeptivle io the
g ;sacmm u! the ;n..lmicmbm! complicated

tygafpmatian.
S ACle moid lacks substantial esi-

of ' demer of eflecziveness for the use in the
ot res
ot res

prophylaxis of 2Altis externa in swimn:er:
- and susceptiBie stibjeets.

B. Condifiony for apgproval and mar-
Keting, The-Pood apd Drug Admnistra-
. Mo 18 wepsrad 40 approve sbbreviated
“tlew drug -Spplications and sbbreviated

. : BRI
SO—FRIDAY, JULY 19, 1974

-
ST




DEPARTMINT OF HEALTIH, €.i- SATION. AND WELFARE
FPUBLIC HEAL 11 5T RVICE
FOOD AMD DIRUG AT IS THATICON
ROCKVILLE, MAIL ILAND 20852

NDA 84-842

N - . EERR YT
VAYVIS ORI YA\

The Vitarine Co., Inc.
Attention: Norman Porter
227-15 North Conduit Avenue
Springfield Gardens, NY 11413

Gentlemen:

Reference is made to your abbreviated new drug application submitted pursuant
to Section 505(b) of the Federal Food, Drug, and Cosmetic Act for Phentermine
Hydrochloride Capsules, 30 mg.

Reference is also made to your communication dated June 15, 1976, relating
to this application.

We have re-eva]ﬁéféd this application and your product is not 3 d
with any FEDERAL _REGISTER notice relating to phentermine Hyﬂrdch]oride
products. _ K

If you elect to file for this product, a full new drug application should
= © ~be appropriatelysubmitted.

Your material is not being evaluated but will be retained in the file.

3

) e
- e'? yours, / /
. | /

G Q‘Z* e

Marvin“Seife, M.D. ,f
Director
Division of Generic Dru Monographs
Office of Drug Monographs

Bureau of Drugs

Enclosure: FR 7-19-74
& 2l 7¢
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PUBLIC HEALTH £ ERVICE
FOOD AND DRUG ADMINISTRATION
NDA 84-~842 ROCKVILLE, MARYLAND 20852

The Vitarine Company, Inc. . _ !
Attention: Norman Porter

227-15 Conduit Avenue

Springfield Gardens, NY 11413

Gentiemen:
Reference is made to your abbreviated new drug application submitted

pursuant to Section 505(b) of the Federal Food, Drug, and Cosmetic
Act for Phentermine Hydrochloride Capsules, 30 mg.

Reference is also made to (1) your amendment dated November 24, 1975,/“

providing for an alternately colored dosage form, and (2) our letter of
—_ - December 11, 1975, describing the application as incomplete.

We have reviewed the material submitted and note that the comments in

our referenced letter are applicable to the alternate dosage form.

¥

‘ Therefore, since the application is incomplete under section 505(b)(1),
"‘~ (2),(3) ,(4) and 463> of the Act, it may not be_filed as an application
provided for in section 505(b).

-

s

- Si ly/yours,
N1/ (CRgege U
in ife, M.D. p

Director
Division of Generic Drug Monographs
Office of Drug Monographs

Bureau of Drugs

1-8-76 N. Porter —> Dr. Most
I.F. Shaw
M. Smedresman

L l - t ! -‘
DEPARTMENT OF HEALTH, EDU”ATION, AND WELFARE 1

e
L

) —




DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE
PUBLIC HEALTH SERVICE

FOOD AND DRUG ADMINISTRATION
WASHINGTON, D.C. 20204

=\

NDA 84-842

The Vitarine Company, Inc. N . ig75
Attention: Norman Porter -

227-15 Conduit Avenue

Springfield Gardens, NY 11413

Gentlemen:

~ Reference is made to your abbreviated new dfug application dated
June 10, 1975, submitted pursuant to Section 505(b) of the Federal
Food, Drug, and Cosmetic Act for Phentermine Hydrochloride Capsules, 30 mg.

The application is incomplete under Section 505(b) (1) (2) (3) and (4) of the
Act in that it fails to contain the following information required in an
- : application: — T

Reports on any studies in support of your claim of all &ay suppression
»of appetite.

e - A full.liat of the articles used as components of the drug. This list
~ should include all substances used in the preparation of the finished
Yo dosage form, regardless of whether they undergo chemical change or are
removed in the process. If any proprietary preparation (gelatin capsules;
- non-pariel beads) is used as a component, the proprietary item should be
followed by a quantitative statement of composition. Also include a copy
of your master formula record for this product.

A full description of the methods, facilities and controls used in the
manufacture, processing, packaging and holding of this specific drug
dosage form. In this regard: )

I. Provide adequate assurance of the identity, strength, quality
and purity of components and final dosage form:

A. For the active ingredient, recommended modifications to your
procedures are attached.

B. For the following components, procedures should include:

(1) gelatin capsules: solubility/disintegration testing.

e
(2) for non-pariel beads: microbial limit testing; mesh size.

. Dr. Most - s
—~ 12-15-75 N. Porter —> I.F.Shaw—> M;*“SmedresmanaR.Mazon i
. R. Goldman (Pg. 1-2;
N. Scott (Pg. 1-3
Laszlo Ek (pPg. 1-3)
G. Guise (Pg. 1-10)




The Vitarine Company, Inc. -2-
NDA 84-842

(3) for "phentermine hydrochloride seeds": assay
and rate of release of active ingredient (comment Ef»
- is invited on in-process rate of release testing). et

C. For the final dosage form, guidelines for comprehensive
parameters are attached.

"IT. Include operating procedures/precautions due to the hygroscopic
nature of phentermine HCl and its controlled drug status.
Also, approximate the number of times the beads are dusted
with active ingredient and coated.

IiI. Include full information on containers and closures.

. ) _ IV. Relative to stability, include (a) testing for rate of release
- ' ~ of active ingredient in your procedures and (b) your intent
with respect to expiration dating. :
To éxpedite -the processing of this application, we are requesting samples
of the final dosage form and full information pertaining to them.
) - - ST e B '
N We have the following comments on the labeling submitted under Section 505(b)
(6) of the Act:

¥

. The insert labeling is unsatisfactory, as supportative data is required
to support all day suppresion of appetite (HOW SUPPLIED). The insert
labeling should be revised in accord with the accompanying labeling
guidelines (also note the comma after "hyperthyroidism" at the end of
line 2, under CONTRAINDICATIONS).

Since the application is incomplete under séction 505(1) (2)(3)(4) and (6)

of the Act, it may not be filed as an application provided for in section
505(b).

| N YA e
Marvin Seife, M.B.
Director
Division of Generic Drug Monographs
Office o% Drug Monographs

~ Bureau of Drugs

Enclosures: 1labeling guidelines
: physical/chemical parameters i®
Jﬁ'\ e




Modifications

1. Provide for a Descriptive

Generic name
Chemical name
Empirical formula

'Mo]eéu]ar veight

Structural formula

Descr%ption

to Specifications and Tests for Phentermine llydrochloridz: ' F:

Section including:

Phentermine Hydrochloride
o, & -Dimethylphenethylamine liydirochloride
CygHysN-HCI

1870 oy |

- 4|' iC"’

@:}_cg_{?‘mg f\”u 1ol
cul-

3

White hygroscopic crystalline powder with

slight bitter taste
Storage .e.g. :Stable if stored in a temperate p]ace
protected from moisture

202 - 205°C

2. Revise melting range to:

——

Phentermine Hydrochloride Finished Dosage - Long Acting
Phentermine Hydroch]oride'Dosage forms contain ol less than 90.0% and not
-more than 110% of the labeled amount of C]0H15N.HC1.

a"%{ o s e .

Lescription To be added: physical properties
N Storage To be added: N.B. procedures/precautions
- - Identification To be added. Methodoicqy is recvucsied for

valication
Rate of release of active
ingredient To be added. Specifications to be
developad in conjunction with studies
To be added: comnendium standards
To be added; comnendium standards
‘ethodology is

Content uniformity
Meight variation

Assay - +90.0 - 110.0% (as above).
requested Tor validation.
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PROLOHG[U, CONTINUNUS COR SUSTAINED RELEASE PREZPARATIONS
Oral Administraticn

l:
K
t

{
b
b
i
.
I

DESCRIPTION SECTION:

List ingredients

ACTIONS SECTIOL:

Firit is to submit studies comparing blood levels occurring with
the controlied release form with blood levels cccurring with single
units of the conventional form given multipie times.

=
. =
DOSAGE AND ADMINISTRATION: =
—- - ‘Time of adWinistration is important? Length of prolonged activity E}“*

determines dosage times.

[
r

"Addendum to Labeling Guidelines
(11-5-74)
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QUINCLINZ LADDLING TOR LEORECTIC BRUGS . .
PHENTERMIMNE HCT . v -
L
. DESCRIPTIO!H
To bz confinod to a statement of the physical and chemical preoperties
< i
of the drug.)
ACTIONS. o .
—_ . is atgxmpathurin:tlc aming with ph macologic activity similer
to the probouv;z arugs of this clzss used in obesity, the amphotaming
Retions includs central nervous system stimulation and elevetica of
prassufre M Tachyphylexis end tolersnce have Lzen dermonslrated with
drugs of thic class in which {h2se ph“““r:na have bzern loolicd Tor.
-~ .

Drugs of this class used in obasity are commonly kncwn as "enorecti

.o or "anorexigenics". It has not bzon escab]xshcc, however, that the
action of such drugs in troating ¢ hosity s piimarily one of enpatlite
stpprassicn.  Ctner ceniral narvous sysien actions, or mztatclic eficcis

may be involved, for example.

Adult obese subjocts instructed in dlCLoFy mariacenant and treatzd with

"anorectic" drugs, lose more weight on the average then those trcetecd

1
.

[ P,
3 sith placebo end diet, as determined in ra2latively short-tera cliniczi
. trials. ' ' _ o,
. AR
Tho roaniiode of Gacveasod Tl Getn of druneleiiiog nLoioaly L

j
i
:
¢
!
1
‘ -

placeho-treated pathn.a is cniy a Traction of a pound a woeil. Tha




.
~ .
’ of weight ]cs is gircatest in the Tirst weeis of therapy Tor both drug
~and placeho éubjects end tends to decrease in ssccecding deelks.  Tho
. . _
possible civigins of the increascd waight loss cdue to the varicus druQ'
effects arc not establishcd. The arount of waicht loss associatéd w1th
the use of an "“noreci1c drug VnYlGS from trial to trial, and the
increased weight loss eppears to bz related in part to variables other
than the drugs prescribad, such as the physician-investigator, the
population trzated, and the diet prescribzd.  Studies do not permit
conclusiens gs to the relative importance of the drug and nen- drug factors

on waicght loss,

o
L _ JTh- uc.u.c]_% cry o7 ebasity {s meesured in years, whercas -the studies
S TR e S
- cited are restricicd to a few weeks durcticn; thus, the toial imract of
- ‘ drug-incuced weight loss over that of diet alone must be considzred
clinically ited.

IKDICETTO

Phentermine HC1 is indicated in the management of exogenous obesity as a short
term (a fow wesks) adjunct in a rcgi::n o7 w2ight recuction based
.c

on caloric restriction. The limited usefulnozss of agents of this

class (scc ACTIGHS) should ke m2ecured & g inst pos 51ble risk fTactors

inherent in their use such as those descyitred bzlow.
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n CONTRATENICATICNS

Advanced arteriosclerosis, symptomatic cardiovascular discase, maderate
. - -
to scveire hypertension, hyperthyroidisa, known hypersensitivity, or

*{diosyncrasy to the sympathomimetic amines, glaucoma.
Agitaled states.
Patients with a history of drug cbuse. o

During or within 14 days following the odministration of menoanine

—_ Ny oxidase inhibitors, (hypertensive criscs may result. )

e VARNILES

~ . L ‘ o o
g Tolerance €0 the anorectic cffect usuzlly develops within a Tew weexs.
When this cccurs, the recemaznded dose should not be exceecad in an

attempt to increase the effect: rvather. the drug chould be discontinuzc.

Phentermine HC1 may impair the ability of the patient to engage 1in potentially

haz('doa> activities such &s operating machinery or driving a moter -

vehicle; the patient should t Tere ha cauticined accordingly. Ei
~ 3
Drun Denendence: . e
§ ! S : 3 & 2
Phentermine HC1 - - .- 4c¢ related cw"llcullv and pharmacologically te -
. o
the amphetamines, Anphetemines and rc]ated stimulant dirugs have baen -
extensively abused, and the poss|o‘11Ly of cbuse of PRhentermine :C] 3
T o s

should be kept in, n1nd when cvaludu1ng the desirability of incluaing 3

. - v ~ . S ] i O . r ~ 1, - & AN
1ee ~r e - H R IR . ~ . [ e~ ! ~ PP -
2 dirug a5 pare of & woichl roduction 